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4. ME^r^*^*^^ FPT 

m i £E«a>#ffi. 

7. fltE^*— #A/C/N/53T»5, |**5I6^E«©*}*- 



8. B*aii:Bt©*STf*^T, 



1 

■ • 

(3) ^S2 0 0 1 - 5 1 1 8 1 5 

mg/m 2 ^^^350mg/ni 2 ^TC7)®HCO^*T> SMhUBS, 1 B B*5cktf 2 B B tC 
B*IClB:#*n*«*, IBB, 2BB* £J:tf3BBK:B«K:fi#£ftS/f3» 
, 1 5Bf B l0BIMi> 3O0ftW0SIfc 1 5 0IBOB«©l«itA, 3 0 
Bffl<DBm(D MSA T S & * » <fc 0 £ ft lx * $ ft 

KflHWDfiOttS**, i?£§%>53^ >;i ^ H * ftfflfig^tt (RB) ^ >A£ St 



(4) #a 2001-511815 

569! <B«* 

Smith (1991) Breast Cancer Res. Treat., 18 : WAl : 5-14 ;van de Viler 
(1991) Became. Beefiest. Acta. 1072:33-50, Sato (1990) Cancer. Res., 50 
:7184-7189*#ilB<0C:£. 7'D hffi*e^£^trDNAE^J<B*f <£tMI 

*«lWJ3ie : 3 t *'&bDHAEWO!)^ifett, ft*, M*»J«©**ft4#«T?**. Dut 
rillaux (1990) Cancer Genet. Cytogenet. 49:203-217 o 

p53JtffF©Xi*tt. t h<0!liH*5VsT«fc— liCWaJie^ft;"^** (Barte 
k (1991) Oncogene 6:1699-1703, Hollstein (1991) Science, 253:49-53) . £ 
ZIZ, rt@^^^^p53^>/N 6 ^M^^$DT^*?L^^lfflMtC^^^^^^p53 

B5,532,220^^#Hl^r <!:) „ 

*<03pJfflRllia:-ffc*»«0 3%, (Taxol) ■ (NSC#^ : 12597 

3 (Hawkins (1992) Oncology, 6:17-23, Horwitz (1992) Trends Pharmacol. S 
ci. 13:134-146> Rowinsky (1990) J. Natl. Cane. Inst. 82:1247-1259) . 

VrzU^)V(Dm^^Uy^— (-Ttlt>*>* p53) ffi. G2/MjB<Offlt* */MK» 
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UIMttitlmT* (Wahl (1996) Nature Med. 2:72-79) . [WJJltC, Hawkins (19 
96) Cane. Res. 56:892-898^, p53£>^?£{b^\ &fe<Dtfi^&ftmm 0*2 »J ^ 

mm^u^n— m&n* P 53) «e^»*£(ott*uT<DttiinMjfi 

, / >^<<hfelocoib^^Jicoffl^-^^ < atfo ■UnifHttK (« 

ck«DNAH«»l ->^7 P ^5 1 >, ^;U#y^^>, :^;Hf>(navelbin 

e) (^;l/T*-h (tartate) hV ) tfcfefcft^Snflft. 

aE-f£>«^ *^ffi«M«JSK*SH*L. fill: ± o Tj|*iBit **i**«ft 
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h. nmw&mmm. vm&mt&m* $mm. ^mm, nm&, ^it\tnmm 
izmm&m (rb) ^>A°^M^6^^^^biiK^n^ii?iffl]Sij^>A 6 ^K^^ 

DNAg^J<0^£^. ^LTl^)<Z)^J6ie«JC*ViT, DNAEMEla* 
cktf/*fcteElbTfc<5. t h P 53 cTMh<D&M\zmz&&ls\*>m&Z.7? £ S 04 
)W<>7*~-\Z. 7^J04 )lX2m±W&m7 r n"E-?-£tz\Zh hCMV^n 
j£ — 57 — ^ ^J;^7ry 9-f Jk* 2 3 8B«J£ (tripartite) U-^-cDNA£<a 
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W©»*Hrif*lDtttt«#Jtt, X#^D>(Epothilone)T*£o 1 

tt>6WIH©|IBHI*Mtt*) , «tOff*L<tttt24«flWM«T^ft<i: ! b 

(WttKOa^^BttfcJC, Sfd^LT) ttl X10 9 ~»1 X10 14 , Sfcttft 
1 X10 9 -^7.5X10 15 , #3;L<teiKJl X10 11 -^37.5X10 13 O^B^TtV^ 

iittWJc 1—30 0 A^U^ir;U£fcte/N°^ l J^ 
^■fe;i/8a»«:«, 1B#M, 6B#Pfl, *&tt24PS Wlfctofco T75-350mg/ 



r 
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SiffiiTS^Sn, 15BIB©B««lg*T, 30BfB<&B««3ilST, 15BfBG> 

CD 2 J^JLcDit^r ^7 J144> 3 MIB* tt 4 9M ©MM £ N ^ ft»* . 

«1 X10 12 ~^7.5X10 13 (DjBHOT-TV ^-f Jl^ttTOBWBitt, 30 BIB* 
T 2 9, *&tt2 — 5 B*>S14B. Sfctt30BOU^-C*0, HE 

ffli^coBic^^n^) *sia*an»*. 21-28B0 

■««iffl«K p53) a*, «jooR^>» ^y^-feji/ 

) 43<fctfDNA»«JW («*tf, yX^fX f3)V^-fv9->. *fcJ4^"^H 
5— 14 BIB, ft7.5X10 12 -i^7.5X10 13 ©75V ^^f^tf/BT 

>ttib\z&5-znz>m&, mm\*ttmm\z\*. 7.sxio i3 75V ^-ni^s^ 

/BT?*£>- #I;tte\ *tJ7.5xio 12 7T;«?^^fiWB»ffll#i Bt^ofi 

^^-*fctt*9-f;^^^-) > *fc««BK*m (rb) ^>^^K*fctt»s 



(9) 



$$SE2 001-511815 



□ 



4£l£<afro l-3©WfcfiF*Hri»j«ft«, p53«» (09*_tf* A/C/N/53) *3<t 



& £ teJH»«]»J * > A £ Jf & J: £Mfcd£j& 



*y nonets. m&\*. u^-fe^fctt/^ u*+-fe;i/R»flE©«fc5 

*wa^>/^iT*os§. ramie mm*. *wffl«*tciB*cDftjs©io 
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#31 X10 9 -^7.5X10 15 , Sfcttttl X10 11 -^7.5X1 

T% m2Bg, *3j:«!B3 0BlC*5irtSH*a#*tl«)ffl«T, 15B 

f^BSSIlT. 30BMOH«aai«T, 15Hn©H«0«*ftAT, 30BIM 
<aB«SJ^&AT<2&4-^ 

Ktofc o T^J75mg/m 2 -^350gm/m 2 £>fSHtf)£ffi lT?»4t5II £ $ £ KfT* 

s«ga«, 9pms, *&b, psi^> */mbbw«, /Mfflsawas, ms* 



(11) 0 0 1 -511815 

Jffi*«ifH«&te, i?£^ P 53^>/\°^ff£:3-FT£l£g^ fflK^JB (RB) ^> 
/^HtD-FTSM, f?£Mp53^>/\°^jf, :fcJ:tffflBt3?ffi (RB) 

fflM^jffi^>A 0 ^Jtte, pllO RB i:fcte P 56 RB 7T&Dt#£o *JJIx.7^ 

OObptl&lWf^o DNACD^te, Ela*J;tfElbi*Sft*EM£**»*. fflft 
53cDNA££ £tc:^f#5c, Jff £LV>Hlffi^iK$5^T, — tt, A/C/N/53T 

ttiostyf>#j**to. ■0mm«K». »*asp53^>^^ji*j:tf«M)i3fH (r 

T*0»^>. lflllJI*M^>^^*tt* P 110 RB £*:tep56 RB T*0f#£. *fflte«ni 



( 12 ) ft* 2001-511815 

fijitfy^^y, *fctt^;nf >-c$>K)%z> 0 

^Sh7>x7x7- wstt*iMF-r*t6#, •r*«»*tia*r*iB*, *fc 

, DNA*«ffitt*WT*ffc*«l*r&*fc^. 

P 56 RB , P 53, *6WC*Wffl»**5J:tX|B|HF««tBBjUSSN 08/328,673 (1994^1 

Atf, ^n0l«i$fj* U H©^tt7 > h C DNA 

, cRNA, mRNA, 43 £tf-?-<0ffi#HE#l) , & ^U^tC ^ffi^J^tT^^ ^ — £ 



(13) 



XCO^^Jl/^e^COaifi^, ftSWKttWAH Huyghe (1995) Human Gene The 

So 

BUAfrTTftSBCfflJBtJtttbfc*^ «&<£P1$ OS* (growth) 43 «fctf/ 
* £te*f*§ (proliferation) <DU'p&fz\tZfc±) ££1;*. 5 &GB««. 

. &m>m<Dm'&. ft»ttS5i£!<&Sffc* ^m^m^mm (anchorage indepen 
dent growth) <D E) \Z£ o TMfiLZtl'&Zo Z<Dm^<0^(Dft«>\Z. & 



(14) 



2001-511815 



(regional administration) J te, #^CD^J^M^^ 

MEW, ^IT) *fctt*ft©srefc£'\cD, lUttttfeaKttOfi 

aMtt£fcttKtt®«t#*$tr. r»Bf»4 (local administration) J tt, 

»»*ttO«*LfclBBltt*fc, HC4I*«a« lilt, ±M<D^m 

*fc«-?-nns3fe-rsecK c dna) ©jio/hsaas^ (sb^bb^j) £^ 



(15) #H2 0 0 1 - 5 1 1 8 1 5 

^Mc^USSN 08/328,673 (l?94$M0/§25B tijfil) £E<K $ il5«t O &p56 RB 

sn§#U F©38«*5MSbfc^ &&2titzZ i? UJrT- F 

*J fDNASB^'Jj tt, ^^U^^F^ScOT^y ^>>>, ->F->>, $5 

RJCIHIRStl«RNAEy!l«)H^**to. «&E?Ute, ffiaiE^J, 
F>flS5fe(preference)«rS«"r^>«J:'5tcWA$n«S, ^^E^fttm^ F> 

\tt<DlZ&Et)\ * fct«ni:tfflftS 6ft5H?tt*&, *K3ffl»*trlH«co 

U ^ ^ F * fz \**r <D 7 v if f > h £ 3 - F "T % KSE^I t H 5 > IMS 
* > ni? M fc U < tt# U F 7 d/^ > F t >A°^7 K 
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mm mm?Li*] \*. ^m^rzitm^m^m^^mm^ti, fiT^i:# 

&&fcfc2ntzmm^$>Q'&z>zt&mB2rtz> a &e\zi&ct* 
o^ji7.^hL<\tmm^(Dmm^^zsy^rz\t^>^^m. swii/ssu 

ft tea*, iiftSKifttstittn. fot, H7*-\z. rna, stfi^esn 
#dna (^775K) ^fttr^n^tci^^n-f, tLt»a^7X5 K*,t 

*W«»*T«[ffiSnS»IB rc.I.U.J r»ne»»ffi (cellular infect 

ious units)j ^Stc C. I.U.tt, 9>f ^Att^V >^ >A c ^g#:/^ ^«b" 

^(Huyghe (1995) Human Gene Ther. 6: 1403-1416) » 

♦ SiltTttfflSftSIHI r m .o.i.J ft, rjKife^Sfl: (multiplicity of 
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infection)j * LTffllfiSfc 0 E>C. I . U . Tfe S. 

) £«-&#{b£n*»^ fH8S4$tSCilt ^fflJI&^c7)*ijjM (ffiWiW, Sift 
*cfctf/*fcttlt1Rtt (diffusive)) &£</>te. *«M3£tf/£ 

n, «UB^O*K©3ia«rffiaU»* (MAH 315,166, 320^*5 £tf 

|w| §§5 , 635 , 383^ £43 l^TEtt SWJ:3&U*>F/* , J*f* >/mkW.^fo 

«r*tr) o s&c ^<;^ttsi*tt, aBJiaaM{bBB»*®oatfj:'5^, 

M^VA CDknob * fc ttlftiNI H ;* ^ > &&a ABMEi" * 21 £ \Z J: o TiMS* *1» 

^^•^T TA/C/N/53J > TA/M/N/53J , pllO RB , p56 RB £ LT^ $ n^> 
WSftte, |w|^«J«tbSUSSN 08/328,673 (1994^10£l 25 B HjH) , H^ftlPWO 
95/1 1984^*5 ^T, *(D£ 5 l3^$n^«^ft^^^« 



(18) #^2 0 0 1 - 5 1 1 8 1 5 

(DT^ymmm. &itnmi&Lv>ft& (wah Kit, ie 

1) 7^X> (A) , -fe'J> (S) , Xl/^-> (T) ; 

2) 7*/^*>& (D) , 4fJl^^>& (E) ; 

3) 7X/t7*> (N) , y;i/^^> (Q) ; 

4) Y)l=?-> (R) , 'Jy> (K) ; 

5) -fVP-fyy (I) , O-fyy (L) , ;*^:*-> (M) , A'J > (V 
) 

6) ^x^;i^7^^> (F) , ^D->> (Y) , h'J7 p h77> (W) . 
Creighton(1984)Proteins W.H. Freeman and Company h £ ft&fRi <D £ <h„ £ b 

Sill S^CO?SSC0p53 (A/C/N/53) ^it^/^fctt^+y— ;i^c«k«* SK 

B2I1, H 1 JC*5^iT^S*aS*lfct , ^^T<Z)^f VspU^^A (isobologra 

m) MSftfttS. MS£p53ffiH©24litllB^ 

CD, **y— ;V # fcp53 (A/C/N/53) fcOM©ffi*fl£fll*«*bfc. 

03a, 3b, 43cfct/3ctt, * - H ^07, \Z&»2> b hIMISagtffifi-Ktt-r 3p5 

^-f;UX£, O-4Sg4o^^7-110g(DlO0(DaM{C^fiiLTS^-LfCc "7 
P 53 Ad, fl-gal Ad, *fcttKt^;U#38l-ejB«Ufc. H3att. MDA-MB- 
23lJH*£ll8T5*gS*^t". H3bte, MDA-MB-468(-468)«jiJCH"r***** 
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U -tUT03ctt, MDA-MB-435(-435)M*l::KIT£»**5Si\ 

04a*3«£tf4bfci, MDA-MB-231 (-231)ffi»(04a)*5ctmiDA-MB-468llia (04b) 
W^TO, p53 Ad(A/C/N/53)flI*ffi«ffllft*««1"S>. ^XtC, 1X10 7 -1 
X10 9 C.I.U. p53 Ad(A/C/N/53)£, 0 — 4 S 7 — 1 1 B @ (DlOfflgtC^ffl 

lTMHii:S4lfc. ¥±3%PI^£, 14, 15, 18, 21, 24, 28, 30, 32, 43 
<fctf35BS (MDA-MB-468JK£|<£>^, 35 B @ ^"3 1>T) (C, £-p53 Adffl*7?Oll3* 

tr¥^bT22.5±1.2mm 3 T^)0, -468J§ISteO B @ Kl^Fi^ LT33 . 1 ± 1 . 8mm 3 

M*f(MDA-MB-231)£, 1 iBBB— 3 iHHT, 1 jB&fz V 2 . 2 X 10 8 
C.I.U.CO^ft-CS^-Lfdc 

^*1.32X 10 9 C.I.U.CDp53 Ad£, MDA-MB-468*II»*iJtl;: 6 jBMKfr 
f;oTS4LL (P = 3 > h J|li5g*^*5tt ; E=g^c7) 

07a, 7b, *5«fctf7cte, *[Hl#-^^ai*(H7a)^^:«3lHia»(BI7b)feU< 
te5 0ftt*(07c)K:#fiJLT, 1X10 9 C.I.U. P 53 Ad(A/C/N/53) ft*, 
K^OXtC4o^^MDA-MB-468ltfflCO-r >t^lS^^:^To 

n&mm^momm&zm'i'zmtj&^-r* mda-mb-23im^^, M-isas^ 

IX21-25B S^lS#$nSlOlHia*t^»*JSnfc, «*2 Xl0 9 C.I.U.c7)/3-gal 
Ad (l.ixio 11 ^^Xfe^) STfW^37 7> (£fcte:/^ir 

#) 1 B*fcf983.3ug©^^n-< KSrttHiUfc. 
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3?Stt^^ < P 53^ Wti7R*&ttp53«K«rfi6ffl-r*o 

fillW©Wjft»C*ViTE«t*n**S* Wahl^>, (1996) Nature Med. 

, 2(l):72-79, ^.fctfHawkinsfc, (1996) Cane. Res. 56 : 892-898 <D Z. t 

«t o Tit & *l£ £ £ & L \Z , Snta«SI# £ Oii^ $ tltzMMk jf « L ft * pjffi 
. *>^;i^e»«BS, 7#h — ->XStt* fflJBfflJffl (cycling) JKK) (BfflSflUfl 

i*«ifiJ88*«fcr;/ifettiiMi»j* u H iftttS r 1 1: i^Ti 

fef^'J^^KH P 53, RB, h-NUC(#IAkF, Chen (1995) Cell Growth Diffe 
r. 6:199-21Q&»m<DZ£)$ifclttn$<Dl£&'7 7tf*>h (08*. Wf, pllORB 
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, P 56rb) mzftzis^mmtriffim «t&m a, wvpttji, 

ZfflM Bt*»0)|»**fctty/^*>d/ (debulking) «) Hft 
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mJ}M. ^fr®Z> r^g# (bystander) ^J^J &^U(Mz.&. Zhang (1996) Can 
cer Metastasis Rev. 15 : 385-401 ^ct^Okada (1996) Gene Ther. 3:957-96^# 

i^^TM^iH ffltefissttu >;m(CTi)£rz\zmmm:mfti ] j >^j*(til 
))fo^*mm^&&o\zmYtzn'i%z>o wa«, til m^tmrnziz. 

TMM. CD3+, &J:tfCD4+) \Z&tfZ>mMZ, p53^m7^/ ^^)V7,<D\l 

(D&^nmzmmznz* nffliziz, nuz&i-fzmmz. ^Tizmmizmm^ 
^-<DmzmMznz> 0 

iz-t^^m^nt^^^mm^n^. fox, &mmz, mM^fzizmm*. 
*mMm^\z%m t <DmmnmmM& <kz* i ^u±(Dmmtnmmti^m^ z. 
tiz^^x. ^m^mm^m^>/^^m^^<^mmim^mm^rz\t^<Djzo 

a) m'i^\z&m-rz>mm 

9t\zmm\^tz£*)\z, i-D<DmM&miz$s^T. #56 9m, mm*. wl^viz 

z^Mmt^m (o^otmmmm^>^^m^rz\tmmmmm&^j:zsHm 

&mm~tz>jj&*mm-?z>o ^mmm^x^m-t^^iz^m-r^mm^ m 
^m^^y^rz\t^m\z^m^Riirctizj:^x, mM&^&ftm&m 



(23) 
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7an;l/t^>(NSC 406042), Halichondrin B(NSC 609395), 3;i/t^>(NSC 7 
57), 3;Ut^->BW#(«^tf, NSC 33410), H 5**^>10 (NSC 376128), * 
-f (NSC 153858), U \7*~>> (NSC 332598) , n$V2*-\L)\, 

NSC 125973), *4rV — NSC 608832), 

n;i/h^> (NSC 361792), h U ^yXf-f > (NSC 83265) , «&b:>:7^;*3 1 
> (NSC 49842), tf > £ ij 7^ > (NSC 67574), X#5^n>A> X^D> 

, fej;{/r>f 7^^$?— qB f J K (discodermolide) (Service, (1996) Science, 274 
:2009£#!$CD<r £)XX h7A7^X ^^V-Jk MAP4& ££$4^ 

(MAH Bulinski (1997) J. Cell Sci. 1 10: 3055-3064 ; Panda (1997) 
Proc. Natl. Acad. Sci. USA 94 : 10560-10564 ;Muhlradt (1997) Cancer Res. 57 
: 3344-3346 ;Nicolaou (1997) Nature 387 : 268-272 ;Vasquez (1997) Mol. Biol. 
Cell 8: 973-985; Panda (1996) J. Biol. Chem. 271 : 29807-2981 2 £#BS0Q Z. t) 

5,569,729^1 ; [Hji§5 , 565 ,478# ; 1^5,530,020^- ; 1^315 , 527 , 924-^ ; 
8,447^ ; 1^5,489,589-^ ; mW£5 , 488 , 1 16*1 ; I^S65 ,484 ,809-^ ; 1*1315,478,85 
4-5* ; P?lf§5, 478,736-^ ; 1^^5,475, 120^ ; [Hjfg5,468 ,769*f ; 1^*5,461,169** 
; |H|fg5,440,057-^ ; n«5 , 422 , 364*1 ; fWJ^5,411 ,984-^- ; |W|ffi5,405,972-S§ ; 43 
J;tfHf&5.296 f 506#*#Rf!©£<!:) . 

-fCOlO /N^U^^-fe^T^D^CD^zL — yj >S^ (tublin-polym 
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erizimg) Stt ft JBB©**»«ft^a y ^7f3 <Bfl:^to©» 

ffitt*«*"r*»iia7yfe-f t e»fls7y-fe<) *ffl^T»ffi$ 

(Lopes (1997) Cancer Chemother .Pharmacol. 41 : 37-47ft#S8<£> d £) o 

t± outran**. #*»«*«*»3nfciHiBtt*fl:u 

f c WR21*fflJ& (69-2 wap-ras^V^^S*) fc#LT, «trX/*fcttlB 
^&K«kft-&«l©>f >tfsH^^ U ~^>^te> WR2 lB«*M& ft «*TT*:* 
hniWl Porter (1995) Lab. Anim.Sci. ,45(2) : 145-150*3 «fc Df2t£2 tlT^Z> 

tf, Gaskinb, (1974) J.Molec. Biol. ,89:737-758iC J: OiSttSnTt^. * 

1t£{£fflft*i{&T£c #^^tt^'jyi/-J^>/^Sb7>X7x7-1: 
-r>ht:37— tt, ^yjl^v^l/^W^K (farnesyl-protein) h7>^7x7 
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— tf (FTP) -r>tb:^-> f^-Jlf^-Jl^y/^Zm (geranylgeranyl-prot 
ein) b-y>7,y jLy-iz^ >\i\i^-^XZfm(D^y^)^>^>^^mb^ 

liTfflJaTftO, Zhang(1997)J. Biol. Chem. 272 : 10232-10239 ;Njorog 

e(1997)J. Med. Chem. 40:4290-4301 ;Mallams (1997) Bioorg. Med . Chem. 5 : 93-99 

TFTP39J ch^^nfeFTP-T >hfcf3> — te, 1996^12m9B tCfflR£*lfcEI 
l»4#lfffiKW0 97/23478KK«$n*. FTP39te> T39.0J 

^tl^o W0 97/23478tf>95H£#flBCD££. 




ib^#3 FPT39 : 

£lTfcE«©<t5k:, FTP39*«, M3£j»fflaJlfflJ3a^i^¥LJ»M«ilfflfla^»LT 

, Cys-Xaal-Xaa2-Xaa3) t)§Sn§) : EPA461 , 489 ; EPA 520,823 ; EPA 528,486;:fe 
«fctfW0 95/11917) 

^^KSflSffr&ftK ^tCCys-Xaa-Xaa-Xaa^M^ : EPA 535,730, EPA 535,73 
1, EPA 618,221 ; W0. 94/09766; W0 94/10138;W0 94/07966; tRS^¥FII5, 326, 773^ 
> ^H1*fF^5 f 340 > 828^;*Sli|tfflF»5.420,245#, W0 95/20396, *H#i¥»5, 
439,918^; *3 £ tfWO 95/20396 o 



(26) #S 2001-511815 

77 M -> Mt^ 7^ K ««SMfr&% , itC7 7 ->;Mfc S nfcCys-Xaa-Xaa- 
XaaSIMfe) : GB-A2. 276, 618o 

ffi©^^H*«-fb**« : *H»fF*5,352,705^, WO 94/O0419;W0 95/004 
97;W0 95/09000;W0 95/09001; WO 91/12612;W0 95/25086;EPA 675 P 112*5±tffR-A 
2,718,149c 

tg'&S8Ha*^>V/v^n'\^tr Uv ? >:W0 95/10514;WO 95/10515;W0 95/1 

0516; WO 96/30363 ;W0 96/30018 ;W096/30017 ; WO 96/30362; WO 96/31111 ;W0 96/31 

478;W0 96/31477;W0 9631505; Hl^#ff ft!itf£PCT/US96/ 19603^, WO 97/23478; 

*H»«FffiB»)8/728104^, *a#ffttiaff§08/712,989^ ^H^fFftliimOS/ 

713,326^, *S#fflFttSI«8S08/713.908^ #H#«FfflBIS08/713.705-^ *H 

«SfFfflBSe08/713.703#* #HWW ttJ»3B08/710.225^ KWfrfFlHWSOBmi 

,925*. #H»ffFffiKJfS08/712 f 924#, *H*»ffllllB08/713 i 323»;«J;tf* 

S#fFffi!Pm08/713, 297^o 

77 j^yj^ : EPA 534,546;W0 94/19357;W0 95/08546, EPA 537,007;^ 

<£Z>*WO 95/13509. 

^«*jft**5«fctffll*# "-W0 94/18157;*S»itfflBB*5,430,055;GB-A 2,261 
,373, GB-A 2,261 ,374 > GB-A 2,261 .375; 3KBB4*«FEUBItB5. 420, 334*, *@#f* 

ffiH*5 ,436.263*. 

i&<D{t£fy) :W0 94/26723;W0 95/08542;*S4#fl ; ffiB*5.420.157*;W0 95/21 

815;*5<fctfW0 96/31 501 o 

c) tSK«»*fl:** 

3g«)fj:glJR*^J**ajS;*^- Galardin (GM6001 .Glycomed ,Inc Alameda, CA) 
W^>tt^- ^>^-^xD>a, TNP-470£>£tflfilt ; rt£ 

tf37^->> (h MM-609ta^> Ixsys Co. , San Diego, CA ; Metastat .CollaGenex, 
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Newtown. PA :*3 J: r/Marimastat BB2 1 56 , British Biotech) ^.fctMaSfiEfitCfiig 

WrJCtK^OfBfttt, ^ H D^ryyn^f D >7tf - h (medroxyprogest 
erone acetate) (MPA) (^yn^fD» ^^it=f^!7 y-fe-f (C&^T 
SfjMSSf^^r^HISSi-^Ct^^L^: (Oikawa (1988) Cancer Lett. 43:85 
) o 5-¥\}<D^U \ i 7V?^foZ>5 , -y : Jr3ris-5-y)l*niyVz/> (5*DFUR) tfl* 
WfMf^i^LT#OT^6m#§(D(l 5 , DFUR^PD-ECGF/TPC05 1 ^^> 

y 7— tfiSttJCctt)5-Fu^»an-5*^T*-s. 5'dfur^, xi^ikv 

^JG£ffi*£WT5PD-ECGF/TP#S^>f ^HafflJBtCr) ^TilSiWlCfittT* 0 ft 
3* «jfiOB«»5ttt, 5'DFUR7^\ PD-ECGF/TPTtM^-r ^MiCf ^Jt^^tf 

$ nr t^j: l^^SJWIS £ JfcR LTPD-FCGF/TP h 5 >* y x £ hifflflS £51*1-5 £ 
£#5*Sftfc (Haraguchl (1993) Cancer Res. 53:5680-5682) . $ 6 
nfcS'DFUR+MPAft-frtttt^fc, *a6&StllR*»J«#jT , *-6 (Yayoi(1994) Int J 0 
ncol. 5:27-32) . 5' DFUR+MPAOja*.'&*3-&ttS^S*^^ hil/^ft^ 2 ^COJtl 

>¥#mmz&\,*T. 5'DFURte, AGM-1470 i©l&#^toit-&*S*Lfc (Ya 
mamoto(1995)0ncol Reports 2:793-796) «, 

A/^'J >^MIif ^It^^tff *«K^>MJ-> (pent 

osan polysulfate) ) itf&Vf *>t\.Z>. 

$ £ HfBOPiffiSPJH te> ^85®**© n 5 y^-— feW > t bf * - & £ If* = 

>D3-7^n^\ :7^#U> (fumigallin) , "V>l/£ V< ->> (herbimycin) A 
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d) 

rt»»»*Kltt, n^'>7x>, hl^:7x> *S»fFS?§4,696,94 
9^0: , 7))/& ^ F (flutamide) , if (megase) , ^ct^l/T^ 

U> (lupron) (MAtf, WO 91/00732, WO 93/10741, WO 96/26201, ^cfctfGau 
thier^, J. Med. Chem. 40:21 17-2122(1997) **fclMH© £ 1) *«*tf&n* 



(29) 



<Dt&& * ^ litem & m±?z> (D \z& \z^m uvmmflm vf s . <z>«#5« 
t§L-$<Dtzisb<Dm.&mz. -mz. m^mz^^jmu^^^y, »*l<«* 

-C4i»©a»©#a (0ilAfc££#«K «*»lc*fcttJBWW^ ; Haft 
, »RA (IV) , #M£P, S8R«K SP»tc, fcaWijJTR ( 

X7DV/;UtCcfcS) COcfc^^BTS^ S^ttfittlR (transmucosal) 
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<r>tztt>\z) . mw>m^.tzitWim?k<omW)m (mz.& &m&e>w>M (occipital a 

rtery) . ^liBR (auricularar tery) , ffll^SB©S!lHf (temporal artery) . 
XSUIM (cerebral artery) . m$>m (maxillary artery) 13. E) ^<DmM1) s 

mw.^n^^^zttf^.n^. 

mznZfr (flIAtf, a*t. (canalization) . *fctt*m#«*©fS«W 

#ffff§5.583.1534f. 1^^5,565,478^. 1^5.469,804^. P??g45 ,484 ,809*1 £ 
□ H 5 -7 ^'Tife 0 (*a#fF!f§5 ,411, 984*143 <fctf|W|f§5 , 422 , 364#£#8BCD C <h 

(atp»*»cabfc*tta«*»»«='*' »*• ^ *^ J - 
tfs^ft^ct^sisns. ens, «a«ic»i. wjnwstaadtitiin*^* 
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fijffiM (MAfcf/^ U**-fe;W (IV) ^>liT©»K«tt, 1- 

2mm (ttmmz\$, i, 3*fctt6BffiK *D»*L<tt3i»iH) tt/:^ 

135mg/m 2 &^-$fU f lT<tO»^t<H 3iHHStC3'-6-y-'f ^;U«0 51$ 

*+M^V> (7% F D > (Decadron) , *3<fctfft!l) *?J12B*W^«fcCX 
6 

RpWWCitt, J E-bT^50mgCO>^^a:>t H^5 > (*^ H U JWBenadry 1) • 
fccfcWfc) *5J:I/^300mgcDi/^^^> V (Tagamet)®) £fete50mg(Z) 

5>^> (If >^y^ (Zantac)®) ff«l*J&-^£, U ^^r-fe;P©ia«Sff©3 



$tlTV^ 0 Remington C£> Pharmaceutical Science , 15KS, Mack Publishing Comp 
any , Easton , Pennsylvania ( 1 980) 4o SKISWif ttiliB^S ,583,1 53^, Ir]^5 , 565 , 
478^ H«5.496.804-*45J:tfH»5 f 484 f 809-9. ft* MfcH: WAH 
IIKrtS#tCO^T, 1 iirBl^20~150mg/m 2 % 3 31^^(C^250mg/m 2 
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«&w$»ttsat*j tbtas^nso sKfto»flE*<t 

i i. B^aMaM±^^gfe£S@ 

±BKIMILfc«fc3l;:, 1^0*iM«fc*3^T, #*WtefflS&£M*fflWJ« 

iiainftiiie^tt, s»#^pi»t*o, *UTim:im P 53, apc, fhit 

(ffilAtf, Siprashvill (1997) Proc. Natl. Acad. Sci. USA 94 : 1377 1-13776 
(D^i:) , BRCAl*5<fctfBRCA2, VHL, WT. DCC, FAP, NF, MEN, E-cadherin, nm23 

^Ha)ae : f : «sa!is**y-^ r w^^—T»o, ^tt c^ja^> Bockstem (199 

0) Science 247 : 712-715 , Benedict (1980) Cancer Invest. ,8: 535-540, Riley(199 
0) Ann. Rev. Cell Biol. 10-1-29,43 £ tfWienberg( 1992) Science 254:1138-1146) 

— tep53T*9, :ni^<01R4a8i (neoblastoma) t&t>Z$\ZV —-7 50 
*~ (Li-Fraumeni) ©SB *K*f 

eWttK^H«T«> (WAH Wills(1994)Hum. Gene Therap. 5: 1079-1088, tKS 
WfFttSS5.532.220, W0 95/289048, 4a tKHarris ( 1 996) J . Nat . Cane . Inst. 88(2 

o):H42 (fe&Tmm\z#rt&p53<D2 u-->>fftm&£zfi&m&ftm) 

t>, llpl3"C«WTl) i&fcT&mtfZtlZ (Callb, (1990) Cell. 60:60:509-520. G 
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esseler (1990) Nature 343:774-778, *3 <£ tfRose £ , (1990) Cell , 60 , 495-508£# 
m<DC£) o Fragile Histidine TriadiC^ V>T, FHIT^P^teYL^M^SPffrMfc 

# Steffi, mmis^-r^ctT'teft&m&fcs (3 P 2iTte££, 3 P i4.2£ 

*<i#^e>nWS 0hta£, (1996) Cell. 84: 587-597, GenbankSS 

#*I469227*#JH©c:£:) . HfcfilSIMfi^DCC (18q21) *5 iLKFAP«^:«a^ 

(WAH Hedrick^, (1994)Genes Dev. ,8 (10) : 1 174-1183 ,DCCl£Ol/> 
T C7)Genbank^^#^-X76 132, £> «fc ^FAP IC O I > T OWienberg (1992) Science ,254: 
138-1 146£#M8tf>;L£) o NFHftit^U-zit— (l7qllTteNFl^LT22ql2TteN 
F2) tt, »jSttHSll3|llia*rs (WAH NFnc^liT<D»«IRIMIfiH, 0SA 
tf, Caivthon£>, (1 990) Cell , 62 : 193-201, Viskochil 6 v (1990) Cell ,62 : 187-19 
2, Wallance^, (1990) Science , 249: 181-186, 3oJ:l>*Xugb, (1990)Cell ,62:599 
-608;&6c^CNF2tCO^T(A#MM (manugioma) 43 i^yaX^ >JH (schwano 
ma) £#B3cD££) MENffijBS-y-^U^it-^, ^Xttrt#»IlfU»£ftff (multipl 
e endocrine neoplasia syndorome) OM?ll Infill SllT^ (Wienberg Science, 254: 
1138-1146, ^cfcmfarshall(1991)Cell,64:313-326?r#^(De:^) . VHLHaW 
ZfUy*)—tt7*> • t^^;i/-U >^^7(von Hippel-Landau) 
(Latif(l 993) Science 260:1317-1320, GenBankSS#^L15409£#SS<£>;i £) 

c iE<«*anfcBRCAijie^*«t«BRCA3ifi^»3i*^Ha'r* skn 

olnick(1994)Science, 266:66-71, BRCAH^O t^TCDGenBank^S#^U14680, & 
cfc t/Teng ( 1 996) Nature Genet. 13:241-244, GenBankSft#^U43746£#fiE<Z> £ <h 
) o $^^E-cadherintt«fBS^SS©S(raclRaS^IBat"S (Umbas( 1992) Cancer 
Res. 52: 5104-5109, Bussemakes(1992)CancerRes. 52 : 2916-2999 , GenBank^^# 
#272397£#flBG>;i£:) • NM23itg^ teM*tet£l£ll8*T£ (Dooley( 1994) Hum 
. Genet. ,93(1) : 63-66, GenBank»SS^X755984#SSO £ t) . i^iftit^ 
UyD— Ktt* PK«tCHa-r*DPC4 (l8q2lTl^) , *J5§jBKMST£hLMl ( 
3p)fc«fctfhMSH2(2p), T^e^^Hfell, PSi^J:^3Iffi^llii > r^CDKN2(pl 
6)43J:^ (9p) iflmvfbtlZ. mmz, hhPCTjt^-T (^ava^yaW 
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(ptc) Ifif^^P^) tt, «a«Si&aBlia«3S<S» (nevoi 
d basal cell carcinoma syndrome) (NBCSS) ^5 J:«flc«JSttSlS*ffl8&*^Ha 

Hann£, (1996) Cell. 85: 841 -851 *#!»©:: t) . ■**7 r U 

©jf^sfcttSEa^viT^^u— — >^sn*. iiasjflifHate^ (tsg) £l 

-f^7P«h7>X77- (microcell transfer) «t 0 M&fflM^&XZ 

-f-K— ~>3> Hamson (1992) Nucleic Acid Res. 20: 2899 £#88 CD £ £) 

, JtR (comparative) *V AA-f 7 U *W if- v 3 > ((CGH)«*tf, WO 93/18 
186, Kallioiemi(1992)Science,258:818^r#^COe:a:) 45 <fctfR&:/0 — :/<BBG 
§S7 W *ffi^5^atZ^ 'J Lockhart( 1996) Nature Biotech 

nology, 14(13) :1675-1680^#BSCDC:<h) J&«#tf&ft**«* ^nZlZtemtlZft 
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tt«fll*BfW*U^^HJ4, flEi^&»IMW:/Uy1J-- (±ffitf)RB, P 53, h-N 

UC (Chen(1995)S9fcB) , APC> FHIT, BRCAK BRCA2, VHL. WT> DCC, FAP, NF, ME 
N> E-cadherin> nm23, MMACI& JctfPTC&^iT**, ZtlblZlttWife'ZtlfoH) <D 

■9— tt, RB@iK *> b < URB* U F *fcttp53«it*fcttp53# U F * 

(«Atf, MS) n^w^i;:, ■a»mafi?$A:»BiR«ifHcDNA 

1. ■affltt»R0MB 

(Narang(1979)Meth. Enzymol. 68:90-99) £ 0 ; ^^yXXrW (Brown 
5), Meth. Enzymol. 68: 109-151 (1979)) ; S?X^^*^*JU7 5y< F& (Beauc 
age£, Tetra. Lett. ,22: 1859-1862(1981)) ; &5 ICHttSift (solid support 
) ft (*S4#ffFS&4.458.066) \Z&Y}fflM2nmZ>. 

DNA©{fc*w^«ttjfeioo**oiByijfc9iiiBsn***, ^01^ 
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«E*(PCR)OJ;5ttDNAi««*i*Sr«fflUT^P-->ftSn»S. ffiot, «A 
«, «»iE^J*fc«ffi»E3?!l«, lOt&fMEfiMa (WAH Ndel) £^fr-fe>* 
;/^v-:fc«£tfgiJ(BfHI88Mi (WIAti. Hindlll) >^ir >X;/^-f 

&m\zm&zrmz>o mm^c^-f^^^-it. ff*©i*3t©4i»oM* 

fflSSitg^ cDNA, W^^R^^V^T^^^nfeE^JifS^rSrflEfflb 

T, 0)At2p5308tM!7ytt« Lamb £ (1986) Mol. Cell Biol . 61379-1385 .Genbank 
S»S^:M3111)lCjl^ffi$n£. mU\Z, RB0tKHtE?IJtt. Leeb(1987)Natur 
e,329:642-645(GenBanka»#^:M28419^J:OE<c$nS. f&W'Jl' y 1J— ffi 
BJ©3RKI2^I«. iilScDmiI(a)co*^$n^<J:^^^J^pI^-e$>^ 0 *iJ^eJ 

lot, «Atfp53©47n — ->i/*5it;p53©«ffltt, Wills(1994), M 
Bi. ; 11^15, 532,220^. 1994¥l0^25BJCttlR$n^:ftRmRUSSN 08/3 
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28,673, 4o^^095/n984tC c fcoTi¥^tCfa®$nT^^ o f5iW4?8S*ty 

$(Ad2 MLP)ynqE-^-, *&ttt hIM h^**n^il/7ia»Ifefyp 

WtC»*Lli*lB»«t45liT, ^Dt-^-lt 3 SiM&S (tripartite) 'J- ^ 
-cDNAKSfcttSn, ^LTB*#SftJcDNA«#U7^;Hfc«fi (WAH Elb* 
)J 7r- ;WbSBfi) ^£$c< fl*JSfctilHUSSN 08/328,673, W095/11984 

45<tCJ*ills(l994)MrHift#flHOCt) . @* OttKIWaW^D^:-^- fe *fc 

7 - Vl:Jtt*S5ae*MT«fcJ6l:*ffl SftW (fll^H Siders (1996) C 
ancer Res. 56 : 5638-5646 £#Bg<£> d <h) . #l:$f ^ b^Hlilill^^T, ffijf 

a) mMit¥&i& 

Ll^ffit$i5o @ffi^J*©fc#<&ftfl5W:* Baray£ckZ>*Merrifield, Solid-Pha 
se Peptide Synthesis ; The Peptides 3-284 H : Analysis, Synthesis, Biology. 

: Special Methods in Pepptide Synthesis, Parta., Merrif ield „ J. 
Am. Chem. Soc, 85 : 2149-2156 (1963) , iScfctf Stewart h , Solid Phase Peptide 



I 
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Synthesis, » 2 HPierce Chem. Co., Rockford, III. (1984) \Z <£oTfeiE2n 

b) mm^rn 

oii> tetf>*fflwe±. »**j;^a^a>iR*n«^»3Bija cos, cho, 

E9iJlCfPlfcpIffi^51*S$n«). E. colilCt^Tte, ^tlH T7, trp, 

»SL/<tt-f A/^n^U >Mfc^, SV40, 1M h*#n^>f;io*fr£l;:iS*-r 
^7^-fe^-H±-E^J^^#-2)o 

amp, gpt, neo43<tlAiyg«e^) lC«k t> T# A 6ft*R#l:»t* Settle ck -D 
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»*<D**PW#)l^flEoT«HB*n»* (— R. Scopes, Protein Pur 
ification, Springer-Verlag, N.Y. (1982), Deutcher, Methods in Enzymology 
> 182#: Guide to Protein Purification., Academic Press, Inc. N.Y. (1990 

mznyx—JlTj >^€rRWr**tttt, 3J»£«»T*S(Debinaki (199 
3) J. Biol. Chem. 268 : 14065- 14070 ;Kreitman (1993) Bioconjug. Chem. 4:581 
-585;43ct^Buchner (1992) Anal. Biochem. 265 : 263- 270 £ £) » flfl*. 
&\ Debinski (1993) CSSttS) if? — V >-DTE*T©» A#:* 
*5«fctfJl7C&E*LT^*. ^^T^CO^>/^M^> mittf)l?¥*>&±Zf 
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5te^3H^(WO 96/18372;W0 93/24640 ;Mannino (1988) BioTechniques 6(7):682 
-691; Rose, *llif#fr^5, 279, 833-!§; WO 9 1/06309; 43 <£ feigner (1987) Proc. 
Natl. Acad. Sci. USA 84 ; 7413-7414) &J:Z$U b D cXJl-X^V ACD— 

^/7^7 — Miller (1990) Mol. Cell. Biol . 10: 4239(1990) ;Kolberg (19 

92) J. NIH Res. 4 : 4343 ^tftornetta (1991) Hum. Gene Ther. 2:215£#flBG> 
-^:)^^tFo 

SeT-teS^JStf^MlCO^TW:* WAH Zhang (1986) Cancer Metastasis 
Rev. 15:385-401 ; Anderson, Science (1992) 256: 808-813 ;Nabel (1993) TIBTE 
CH ll:211-217;Mitani (1993) TIBTECH 1 1 : 162-166;Mulligan (1993) Science, 
926-932 ;Dillion (1993) TIBTECH 11 : 167-175 ;Miller (1992) Nature 357:455-4 
60;Van Brunt (1988) Biotechnology 6(10) : 1 149-1 154 ;Vigne (1995) Restorati 
ve Neurology and Neuroscience 8:35-36 ;Kremer (1995) British Medical Bull 
etin 53 (l) 31 -44 ;Haddada (1995) , Current Topics inM 

icrobiology and Immunology, Doerf ler&cfcU^ohm (IB) Springer-Verlag, He i 

delberg Germany; 43 kZfVu (1994) Gene Therapy, 1 : 13-26£#ig(E> £ <h, 
^-WttiDfajfttSpJffl'rS + ^^^^^-tt**:, ftffiSn»4(«AH Feng 
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(1997) Nature Biotechonology 15 : 866-870 £#Rg <£> - £) 0 - ? fery^ )\, 

, Bischoff£>> (1996) Science 274 : 373-376 ;Pennisi, E. (1996) Science 27 
4: 

342-343 ;Russell, S. J. (1994) Eur. J. of Cancer 30A (8) : 1 165-1 171 ^ \Z 12 

±—&—<Dm\t, ft^XM (PJAtl Yoshida43«fctfHamada (1997) Biochem. Bl 
ophys. Res. Comm. 230: 426-430; I ida (1996) J. Virol. 70 (9) : 6054-6059 ;H 
wang£, (1997) J. Virol 71 (9) : 7128-7131 ; Lee £ > (1997) Mol. Cell. Biol 
. 17(9) :5097-5105;43<fctfDreher£, (1997) J. Biol. Chem 272 (46) ; 29364-29 
371«r#8H<DCt) K*5Vvr4S»T?»*. WA»G^«^fc, #5£<Bfflfl&SUc:*5 

j-U+ffr&lb.mV'UlX (GaLV) , t^ftffi*£9<^*(SIV), th^^ 
^-f;i/A(HIV)*5ct^^)ffi^tDlt^tyo #JAte\ Buchscher (1992) J. Vir 
ol. 66(5)2731-2739; Johann (1992) J. Virol. 66(5) : 1635-1640(1992) ;Sommerf 
elt (1990) Virol. 176 : 58-59 ;Wilson (1989) J. Virol. 63: 2374-2378 ; Miller 

(1991) J. Virol. 65: 2220-2224 ;Wong-Staal £ > PCT/US94/05700, &£l£Rosen 
burgoo ctl^Fauci (1993) Fundamental Immunology, ^3J&PaulH, Raven Press 
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, Ltd., New York*±tf*ft&©tM*XlR* ft StfKYu (1994) ftttS^#^(^C 

TK^tt PW'XHi/^n-^i^ >/\° ^7 K (VSV-G) H\ jfijfiL^iHBJia^rlfiSSfe 
L#*VSV-GaS!HIV^47^ — €r*jKr-5?&»tC«fflSnTUi«> (Naldini£> (1 
996) Science 272 :263 , cMkkina (1996) J. Virol 70:2581) . 

T) o AAV'*^ — ©HSKlMLTtt:, Okada (1996) Gene The r. 3 : 957-964 ;Wes 
t (1987) Virology 160 : 38-47 ; Carter (1989) *H4$ffr*4 .797, 368#; Carter 6 
, WO 93/24641 (1993) ;Kotin (1994) Human Gene Therapy 5:793-801 ; 



Muzyczka (1994) J. Clin. Invst. 94: 1351&#BB©£ £. MtfeAAAV^ ^ — CD 
Lebkowski, 3fcH#fr£l5, 173 .414-5f ;Tratschin (1985) Mol. Cell. Bio 
1. 5(ll):3251-3260;Tratschin (1984) Mol. Cell. Biol. 4 : 2072-2081 .Hermona 
t (1984) Proc. Natl. Acad. Sci. USA 81 : 6466-6470: McLaughlin (1988) 4o «fc 
c^Samulski (1989) J. Virol., 63:O3822-3828£§tJ^R<0T«fTttK:K«$*l£ 
c rAAVHcfcoTJ&RKSia<l#-5lffllB!#|5tt» Lebkowski (1988) Mol. Cell. Biol 
., 8:3988-3996* HE«*nsaiJftl**'&tf. Wi^'WK^^^-tt's 

43±^*XiK*^l¥*H^f2«$n*. WAH Hermens (1997) J.Neurosci. M 
ethods. , Jan., 71 (1) : 85-98 ;Zeiger (1996) Surgery 120:921-925 ;Channon (l 
996) Cardiovasc Res. 32: 962-972; Huang (1996) Gene Ther. 3 : 980-987 ;Zepeda 
(1996) Gene Ther. 3 973-979;Yang (1996) Hum. Mol. Genet. 5 : 1703-1712 ;Ca 
ruso (1996) Proc. Natl Acad. Sci. USA 93 : 1 1302-1 1306 ;Rothmann (1996) Gen 
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e Ther. 3 : 919-926 ;Haecker (1996) Hum. Gene Ther. 7 : 1907-1914 £#HS<7) Z. t 
« 7tV )V7,1!?9 — (D&m\tm 96/25507*Kl¥fflKE<R;£ftT^*. » 

Wills (1994) flttm, HP#«»0>USSN 08 
/328,673> ^ctU^O 95/1 1984 £<fcoTIB«c£n*. 

ixi&fcT<DX$z*^teo i-D<Dmmmm\z^x. T^j^-Dv^t^-mi 

;]/*«liSfttt* A/C/N/53*fc»4A/M/H/53©cfc5*p53*a—HT*«l***C 
(WAH USSN 08/328,673, *3j;tfW0 95/1 1984 &»m<D Z t) . 

tt. »*U<ttEla45J:^/*fcttElb=i— Fffi«*©3feX£fcte* 

^iiisaK^s-es*. »fi<JD5sao#«^t*»fiR"r*&«)©, * feast* 

*n*. E4a-F««©^±S:*fctt«»»*:**#b. #£KlJfci;TE4 0RF6 
^^^ORFe^^^LTV^M^AT^y ^;^^*-*5i0ff*l/Vi. E3 

m^T^rz^izE3(o^^mm^^^o\z^m^n^z^pf^Li\ E4 orf6 

4B^^0RF6/7^^^-T^>^\ 1M h^^D^-f ;^^D^B— <a«*JWTTfp5 
3£3-KT5DNAffi*l£$tJt h7r/^^^5l^^- *3<fctfCMV:/D 

^Sfeff ♦Sit* l: S J: 5 W©S t>»$ U 

*3V*T, — teACN53T&3„ 

TR^Snj:^!:, p 53(D^D-->i/43<ttffiEffltt* Wiills (1994) mftti ; 199 
4^10£25B KHiKSnfe3P#««ffi«USSN 08/328, 673*5 J: tfW095/11984Kl <fc o 
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s Vis. 7*2, ^ T (largomorph) , i: Tz\t t h £<a tTPS¥LSl 

tttu£flgie*> u — ^5»>^-fi<R»- ?uk, mm. mmm, mmm* mtfi/u 
^r^^c ■y->p r ;ptt«»w^j4, «aa!iE#«iB*3«fctf3PiJKtt (ia*j»«(tt) » 

ae : F*fctacDNATh7>^7x^ Han, tuts^*4% (wi^tf* a*) 

IMS. W»£#*b^lBllBtt, MK<MBlB*fctt(*IBIBlT** (WAH Fr 

eshney (1994) Culture of Animal Cells, a Manual of Basic TechniqueH£3JKW 
illey-Liss, New York, *5 *ffl8§£ £ 5 KJMTT LtS 

(Saaa)iaJ4a*#ic:raSl(^*a^«fc-3Tig*anS. Kuchler (1997) Biochemic 



(46) 
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al Methods in Cell Culture and Virology, Kuchler, R.J., Dowden* Hutchins 
on^cfctfRoss, Inc. ,^€>lXlCAtlas(1993)CRC Handbook and Microbiological M 
edia (Parks*!) CRC press, Boca Raton.FIt>*fc#H©£ t. *SL»*J«llfi*tt 

fc«»tt. IffllBtt. «BA>? (cell bank) <«Atf» ]fin£A*>£) 
n««!BK**^»*. *A«l«llffllfi*©«*W*«ttHEC-l-B«Biai*. VEROSffl 
ga4o=fcc>*HelaJfflBa> ^W--XAA*?-9PM(CH0)*fflB§!l*. W138. BHK. Cos- 
7£fcW;MDCKi&ffl)i§$* ; £'&t? (0!IAte\ Freshney. S9Ui3:#S8©£ £) . 

T»*. GM-CSF. IFH-7*«fctfraF-a©.fc3&lM h*-f >*«fflLT, Hi!*W 
C*«a:**MBffl^-f>thDC-C*MBB CD34-) **Mfc£ii-Sfc 

»&©55ffitt, 4i»T?»* (WAtf. Inaba (1992) J. Exp. Med. 176 : 1693- 170 
2:Szabolcs (1995) 154 : 5851-5861 £#SB© H t) . 

^M(CT5 0 an©^**!***®*****' FACS. W*©M*Httt*r«H 
SBK CD4 + fc£t>*CD8* (T8BB&) . CD45* (panB*fflB§) . GR-1 (Hfi8) 

. fe^ia* (^{bbfc^nji^na) . KaterajaflnMMMnn*/^;^ 
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aba (1 9 9 2) Mffl£#JH©£fc. 

t Mc:fcV>T, «#]! (crest) 51 W:. MAtf. ^HRfifciSHT 

M#i3cfcDTS^e>llIiR$ti* 0 B«SftfclBB©«fttt, ^} 2 x io 8 /kg*Srtr£> 
n^)ilcDS(hM^$n^o t hiljfilttBft:i3ctlX»Heiatt, CD34^M8fl^llCc2# 

Baxter Fenwal CS3000+ * WTerumo machine) £iB t>T# glMfcffi 

£n£* #«*fflB^iEiiRsn, ^bx^y ^n-^;i^cD34tate (« 

D^7x7 (#!l A fcf, Baxter Immunotherapy Group, Santa Ana, California^ 
6«*&Sft5Dyna Beads) flBSaftlC. «J 2 fflB/t*— X<BJtT8S2)D$ *l 

Srfttfni? y h«j£tDBa. fiBSTIsIiRSn*. 200U/mlcD*^^^)^^/N o A o 
-f > (Baxster Immunotherapy Group, Santa Ana, California) ^^JP^tlT, 

CD34+&B B ^ 6 1: - Xtftk tti $ n*# £ o 

»*litt, ^UTff^KH CD34 K >^T Zfr^tz HCD34 K^^T £ Jntffc IC 
M^1-*7y^-5r^-*7A*»^]lB^ffiffi$nt#* (OTAtf, Ho (1995) St 
em Cells 13(suppl . 3) : 100-1054o£ L^Brenner (1993) Jounal of Hematotherapy 
2:7-17 -&&M<DZ.t) » 
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1995) Proc.Natl. Acad. Sci. USA, 92: 699-703 tt. l/bO^J^^^-$: 

•So 

i/hDM;^ 7f^^fi^, y#v-Afcar) tt* ^>t*#T 
£<D&t&tofci&fflz#?&mK'tz>t£!!>\z. sfflw, 

tiTi^raat^^c fix, »^©ad&*«ra 

->^-U*T»0, ££T, B»«p53ite : FJ&* (Tttto*. UKrt (IP) a# 

©ipa*%>*fc. mewioMk ^^^jy^-f^^^-^i^ 



(49) 



w (rtffi<B«£o &tc\$i&mmm unm<Dm&) Kj^fc^Tftow*. 

Sn^7ir-^$nfc88©Sa&i) ; (b) @ (sachset) , * 

fcttttaa o&*, ^86»5£an*:*oiStta»*, $i&> *fc«if 

->£A, Xr7U>8, ftS^cffitam^JSI, *6JRK 5fet*?RK **i*J 

, sash Mtt-NiAffj. »», *5cttfK*«»ca 

££T±K<B?FJte, ±fZO^ttj£#£, ^FflH^-X («AB 



f 
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*#hUyut'JF» #Ux5 L U>^ , Jxi-;k &£r^t**/^:7 
1*9, fc.fctf&TS&lcJ:*) KMfflfeffl;fr4*£lxTtt. *tt*±«**tt©«a 

isei*u mmft. *fc«< fcRTErti:ctt)Ta#sn»*. #«na#*j:tf 

±#M, JBffiW. *fcttJ»»fWa#^i:5^) ©!MM3J;tf8Mfc. 34 6 
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-ommim. &i&w^mz^Tftt>ti%z> ; fit, ^&<2a#^®2r^ 

^^ J p53^T^y )V7,^>7$— (rAd5/p53) , 0. 42mg/mlCO »J >^^~ h U ^7 
A-7K«3ft, 2.48mg/mlCO-JSS14U >^ h U ^A3**#K 5 .8mg/n)l<7) U >^ 
± h U ^7 A— TKfOfeTCD^fb^ h U ^A, 20.0mg/ml(^7s ^ n — X, 0. 40mg/mic£> 

s^^^^n^>ffi*«, *^0jco^^45^t, mmmzm^izmmfet&m 
fo^&hfz^(Diz+ft-T:$>z>'<^'?fcz>o z.<Dmmt$. mmznz&fecD^z 
5-<D5))t}#>£T$m.m<n&m. tezmzmmznzm^vfcm&tzitmmmzj: 

•fc tfg ft t c j: o t $ n o 
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*-$n£o jfiL«K»tt* ffSKH ttA*5»ilP»IBT»&*U ^tti 
<#W©&fclC«#3tt*. X*Vfcf#J&SK:43V>T\ SlftlJ**ttl}* (Ieukophe 

rests) , mmmx, ^i^saxn 2d^3^fi*i:R«n«*. *»<o 
< a 8 psib^e x*— sn*. 

bh<mmmm<DW}m b^mmr* *ih»ir 

Bllt**-»ft;*n&IBi*/«»«[«# Debs4o£tfZhu (1993) WO 93 

/24640 ; Mannino (1998) (WHB) ; Rose, *H#fF!g5, 279, 833^ ; Brigham (19 
91) WO 91/06309 ; fc£ KFelgner (1987) (Mm) Ki2«Sn*) T&£rt\ 
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J^y-^ (gluconol) Strife, 43«J:^»S^hU^AC0J:-5^»Ki6«, iHit 
HaaoSS&^TSS. lMNaCl(D£5&i§^*S^t>£*:, 2tit«l£S!l(0 
MT&Zo »BStt#J©«tt, Hr^HSSthUW (SDS) *5WJ7l/y 

A, -y-'J^BL fcJitfWO^cK FtttnHftffiSB (NSAIDS) (-f>F**-», 

jfc»#JtLTtt, 7-*>tt, ^^^>tt, 5Rtt-f*>tt, *cfctf*-f*>tt 
— K ^>yPT^y3l/-h, iz^MUtfU^X^A, ^{fc^JlOX^ A (be 

nalkonium) . ZWITTERGENT®3-l4&^PJ> CHAPS (3-[(3-3 95 K7D kf;i0 

fJl/7>^zt- )V]-\--7urt>7.)V7**— FtK?D4SK Aldrich) > Big CHAP( 
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USSN08/889,355 (1997^ 7 R 8 HttJSI) : 43 <ktfB IS \h 8iW0 97/25072 (1997 

^7^17B) KEfc^ttS) v Deoxy Big CHAP (H*) , TRITON®-X-100&#giJ, 
C12E8, ^^^JV-B-D-^Vntf^y^H, PLUR0NIC®-F68&##K TTOEN®20ft# 
ftU &ckOTWEEN®80gfc##J (CALIBOCHEM®Biochemicals) 

2tis« stay ^ tr«««* k ao-ss njzm&K yfj o <i fr^z & - 
o mmM&ffl<D9k&\** i%so% (v/v) , $?£L<teio%-4o% (v/v) , 43 

J: 

tfSt>»£b< tel5%-30% (v/v) co<6B"C*£>. £?£b<te, StHS4$ 

nsikiiffl^fti^^ft^fflaflEtt* »o.5-2xB^t;HK (cmc) t&^o 
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, Mm*. &£l£Good£> (1966) Biochemistry5:467Kf2f££ tl£ h(D(D£ o U 

IiA7fy ^^^X^S^^^^O^^b^^^fe^, *^10 9 —10 11 PN/ml'y* 

-T;UX> £)2 — 10mM Big CHAP> £fcte&)0. 1 — 1 . OmM TRlTON®-X-1008fcM (U 

>»il§«ft;£g*e#*) +^2-3%X^7D-X (w/v) , ^^t/^l-3mMM 

( 

g Cl2 (*tJ P H6.4— 8.4) T&3o Mit^i^J^ffite. I^^JIIiSIItU. S.S.N. 08/ 
779,627 (1997^1 7 Bffifl) IzmffllzmMZ tlZ> a 

iMcDBig-CHAPPi^ 
TZtzlbiZ, Big CHAPO^te, ^CDTfJlSO^^tc^^t.x^^^,, Big CH 

AP^CALBIOCHEM^^>#t^^tl^)^^, 2-10^ U ^JV<Dmm<Dm^$>^ ZL tft 
»£L^ C £D£?£L<te, 4-8^ U^E^-e$)0, «fc£?£L<te, »7^U 

Big CHAP^Sigma^e^$tl^)^l^> 15—35^ U ^l/CD^Hc^Big CHAP£)?ji 
IW^bl/^ £9£?i:L<te> 20-30^ U^;i/T^^ e ^t>£72;L<te, ^125 

o o 

x 2 

U-^*7-f FiT»5. U-y*^ Kilt — X^yit^^^-f FX, "\ 
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If ? * 



c z t\ xi 43 <fc z$*2 \t a cfc zf7** -> =3 6 fe a s a> £ sir 

Sl< «^J0 . 02—Zmg/ml, A b < ti*50 . 2— 2mg/mlO^ST^ffi S tl^) . 

gfcjFf£b< tt#92mg/mlTS£ e 

u >»««fl:*3ift4t[7K (pbs) vt. zn^(Dik^m(Dtz&<Dft^^wmt 
©ssunte, 5B«j^«ftT«joanT, ansa-* 

ftO.15%<Z>*fl^0Tween 80TS>£. 

n»s*^ *fe«±Ed;'5tc±#tt^a#$nt#s. #*bv>*«»i»;:*5^T 
*fcja^*c< tt>»»ttk:ffjti"s<oic*»3fe»-cia!#an*. 



iiw^u^^fHii ipwcs^^n^, *mt;^6««3n&w-n 
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ot> S fc tt JiE© >J # V — * © <k 3 fcJB «J£Bte * t UJt C^U^^F^ 
ft OilMft £ lfi«T 3 SS5 ,391 , 377-^ £#«*©££) . 

in. ffl^^-frggai 

iv. Mi/y7 : mfr£ttmm&&ztmm<Dfem 

A) HSii-yu^it— fflai/^^ 
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«a»»j^>/^i7»*fct4ffl*MJfty«K«. ^*^ixio 9 -*5ixio 14 , 

&J1X10 9 -#J7.5X10 15 > ff*l<tt»l X10 11 -&J7.5X10 13 7r>">>f^xa 

^^:tt5 BMB^a^-^tlSJBffi*, 1 5 5 Mfctofco T#«*fctt 1 5 BIBB 
*5S#$n*iB/i!*, *5<fctf 3 0 B WHZtDfcoXfta^tifo 3 0 BIBB*«#S 

1 5 BMtC^oT^W^n, fit 1 5 BP H TB@S-^$tlS 
U<O^0$f^H/^iiiC^ViT, 7.5X10 9 -^7.5X10 15 > $?i;L<te 

^jixio 12 -»7.5xio 13 7fy^^;^t? <Dma<DBm*ifi* **b 3 0 b^t 

<BMfi-5-$nf#* (WAH 2BBSK 2-5 BM, 7BB, 14BM*fc«30 

nmouz/*x\ #BKBffl*#*«#£;n*) 0 ^vvm%, 210-283 

BM, 1 B&£:97.5X10 9 ^^jixiO 15 t<DK* £ 0 L < X 10 11 — #97 . 
5X10 13 ©R©7ry>'f^e^T*S 8 CtlbO l/y^ te£ £ Kft-jjnWJfag 
FUDR*fctt5 , -5 ? **y-5-^;i'*n , ? , J v> (5'-DFUR) ^tzteMM-i J 



> (irinotecan) (CPT-1 1 ; 7-X^-10- [4- (1 - tf^ >J )-l - tf^ U ^ y ] * 
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tt^WKtel B&*:97.5Xio 9 £#nxio 13 iCDIB, J: 9£?£L< tttti 

L^&Bte, ftStttCteS'-l 0 QHB, 1 B£>fcO7.5Xl0 9 <h^lXl0 15 tCOW, 
<t D#£L< 1 XIO 11 -^7.5X10 13 ©ffl©7f; ^^SrPTfcSo 

B@> 2 0 0 g^:BM4$n^ffiI, 1 SBF^Sgll, 3 OB 

MOHfiJti, 1 5 BMB«<&*ttttA, 3 0 BI«B*©iiaiffiAToa#^6 

WIWcoT, 75-350mg/m 2 ^^ISCD^aT^$tl^ o »*LV^«ii, 
2 4 03^100— 250mg/m 2 T&£>o 

* t iifT e> ^ <d mm < x h £ it izm. < x t> §§st # ^ . 

p53, #i:7fyv^M^^7^- (PJAH A/C/N/53) *<&p53#* fc» 
*ffi0S2£J;tf3 lc«iRbfcJ:5^ &mWM (FdAtf, P 53) ae^Uft* 



r 
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jft*fcfctt*K*ttM*0rtf*W&** (debulking) tt, Uibtf* W»SI: 
««tt*6l»**ti«ilt*ai*^"«"*&*fc- ***** JHBHdMKttftffiOH 

A) 

C/N/53) ^£JH2LS (W*tf* »BRrta**) tt. -f >K#r<a*0)3ifTftlB*b 

y ^^;i/X^^7^- (WAH A/C/N/53) *0>p53«&"T?*5o 9J0)ff*b^* 

B«t*§#ftS^Ti«Sft* Debs*3<fctfZhu (1993) WO 93/24640 

;Mannino*3J:t^Gould-Fogerite (1988) BioTechniques 6(7) : 682-691 ;Rose^ffl 
#fP^5,279.833^;Brigham (1991) WO 91/06309; Feigner *> (1987)Proc. 
Natl. Acad. Sci. USA 84 :7413-7414£#R8<Z> d t) . 
B) @BB^a 
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mmmmvo tw^n a/c/n/53) n •j«H©*ffit»oT/£frf-6fc»fciiLfc 

*5e©*5ESnfcRB8««« f^JAH AM* WIMP, H*«l»B8fi^<0fflSIA 

*^u7'-tt, mm^T^j ^< ;ux*«naufc^f— 

. ^-^»#*^LT«RtCjg^$tl»-5. *ft**tt»fc (drained) 

^Oo M*W&tr«Ki3^T, tf/\°y F (5X5cm) SfcteiRSiHIfc* 

MJ v^f^y'rJ ^^)V7,^>?$— W®L (ffil^tf, lxi0 9 PN/ml) tC, ^tcM 

/ty HS&tt^ h >J y y*iW»i©±Bl:I*i, -?-LT37 t C 
T30»IH-f ^i^-h-T*. S*#n ***V>JLtf»*rt\ 

vi. ^jb#MMM^M^j2^Mg 



« 
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«fl*tf, P 53) ^tf/^U^^^ifc^^ 

(wiA7J^^fls«it«tr) (m^>x:/^>, *;w*;/9^> (w* 

tf, Duffull (1997) Clin Pharmacokinet. 33: 161-183 ; Droz (1996) Ann Oncol 
7:997-1003=£#^OCi) > (navelbine) (tV Wi/tf» , Asa 

ley, AZQ, BCNlk ~f?.)V77>, ^M + y7^7 b^7f tA (carboxyphtha 
latoplatinum) > CBDCA, CCNIK CHIP> ^7A^> jDO^/hyX 
-y^^^"A> ^D/7> (clomesone) , y/^^MU ^ " H + V^H'» 
, y^yV'y (cyclodisone) , (cytoxan) , y7>kFD^7^ 

X>< 1 ;U ^7;V^nK>'^> (fluorodopan) > A^il^7 7A (hepsulfam) , 

t#>h>> ^;i/^y^>. j*^;wxmk ^h^yx, ^ hv^s k (mit 

ozolamide) , HhOyx>7X^H, PCNIK fcf'<^>7;Mrl'-*- 

')7yJl/t-1'hDyx>7X^-F, Yoshi-864) ; h4W V ;* 5— ifM > t b* 
37— b^r^>/W Hn^P'J F (topotecan hydrochloride) , < 

ij yr^>/W Hn^D'J H (irinotecan hydrochloride) (CPT-ll) . 
hry>, ^y^hryyNaS, yay^yyhryX CPT-llfc«fctfte<0*> 
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V-A^*y-fe;WtSnfcF*V;Hf'»*-&tT, *H4#ff SI5, 013, 556-^*3 £ 
^m5,213,804^^#ffi<Z)Ci:) , 7^E^7>r b\ m-AMSA, 7 > b ^ h° ^ V*- 
;l/ (anthrapyrazole) t° ^ V □ 7 ^7 ij >?> (pyrazoloacridine) > tflt 

>bl/>HCL, ifOJ)VMi^>. x**->K*V;i>tf->>. ^b*1t>bn>, 
^yftflUk »,ll-^>yjl/^;7>fy>, **-y->h^\/— ;U (oxanthrazo 
le) v ;l/t^V>, VM-26. *5<fclXVP-16) ; RM/DNAf^MtJaJ/x^J (fl»JAtf, L-7 

5— y 5-7if->^i?>, 5-^;i/^-n^^~>;i/, 7->e->>, 7$yy7U 

>, 7^ >IJ§^£, 7>^^^;b (antifol) > Baker nJjgttT >^:7* 
;k y^D^yj-Jl/ n — y> (dichlorallyl lawsone) , ^U*t;k 7 b 

, * b M^-fe- N-^X^yTtf^-L-TX/t?^^ (PALA) 
, ¥y"/y ] J> (pyrazofurin) > & «fc 1/ b U * b — b (trimetrexate) 

) DNA^WfitSSPJ 3-HP, 2-^^r->-5-7;i/^n ^7 ij 

5-HP, a-TGDR, 77^y3'J> ^U'>^— b (aphidicolin glycinate) , ara 
-C, 5-7if-2'-f**S/y^s;x jS -TGDR, ~>^n->^>>>, tfT-fV—Jls ( 
guanazole) , d/ U 3 t b\ V^->> 

(macbecin) II, tf ^/D-f ^ :?V-;k ft^^X ^^^U» . 

( 

b P5 7x>©flH8k:'r)^Ttt, ^S#f / Fm4,696,949^^#BSc7)C<h) 

ssc-ismmmmmm. ssc-2smmmMmmm, sK-ovsvmm&mm* du- 

UOvisJl* * b bl/^ir-b^/i^xb^^bchM^^^it^p5377 :? y 



■ 
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, jftfflW^ttS—UBM, 1 B£>7cD&J7.5Xl0 12 ~^37.5X10 13 7tV ^-T^X 

; •J-f ^^ttf O 9 ffll^ftffi S — " 3<D*lt»«K*3^Ttt, ^7.5X1 

\Z&^T\t, p53teh#T-#> (topotecan) 

ftUWtCte, DNAftafflltt. «SISn*ffl«Ta#an* (MAtf, Physician 
s Desk Reference, S51JK, Medical Economics, Montvale, NJ 1997£r#BB0> 
£<h) c mXM. %)V#751r>\*kV£, m&<DT(Dmii) a*ft6~7.5mg/ml/# 

P^nHt- 1r (MMP) >ttf^— (WAtf, Chambers (1997) J. Natl. Ca 
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ncer Inst. 89: 1260- 1270 Z t) ^tSttZLmzlSfeZtlft^o »S b 

if -f > t — & ct w& a <£> mmw m # u f # j: / * * 

c2£-^£*f#tT£o ftftHnSO^. IL-2, IL-4, IL-10 (*®KfffrS§5.231,012-S§ 
; Lalani (1997) Ann. Allergy Asthma Immunol. 79 : 469-483 ; Geissler (1996 

) Curr. Opin. Hematol. 3:203-208) , IL-12 (#l*_t±\ Branson (1996) Human 
Gene Ther. 1 : 1995 -2002£r #flgCD Z. t) . >^-7xD>WJ:^^ 

AOffja. S/^D^X^y^h\ T ? ^rt>-^^y>, y^O^UX FK506 (^ 
P'JVX (tacrolimus) ) (Lochmuller (1996) Gene Therapy 3:706-716) , IL 

7 - 5^*5 J: tfjffi a «a as ± co m M u -tr y ^ - ^ <&y#>Fi*£*:/ay^*sw* 
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Yang (1996) Gene Therapy 3:412-420 ; Lei (1996) Human Gene Therapy 7:2273 
-2279; Yang (1996) Science 275: 1862-1867 &#BH® Z. to 

VII. feW^V b 

tomtiLto&m * cd^s* tea* $ . * * ©ja« « <a*s * 
viii. ^Miijijfl]^j^^^^^u^y5 L H> j3cfctf(fe<pjea^tj«Bfla 

WAH S*3ffl8§ «SA»«fflJB) £S#rr*. Wl 'M^l^T 

a«j^js«ffliia«, e. coii«Bia©j;5»:«B»iBiBS:-&to**cnjciB«antt 
hmeiiubu was, *E««^KE«sn*tt*<BM^ 
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t 



IX. p537tV »<^^Mfe^ag<7)Buffi^WfeJ:l/SftW^^ 

■aiaiwaie^s^si-*, ««#»S5S!75Vtf<;u*^*-- ( r r Ad5/ P 

53J ) *:^HJ©^^^^^^ P 53^^77 :r y (rAd/p53) £<b 

WLfc (Wills (1994) itjtii^##(7)^ ch) . 



^iJSfll 1 

p53:fei: 3r V -;V®0»*^-B:fe«! 
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-r )V7,<Dm^ tmmz&f&is^tzo fox, p53 kA^^n^^^-jv^t. 

^*ig^ + ^^1.5X10 4 ^S§ (0.4Mg/min;l/^^->'l/^ct^lO%FBS^^^^ 
1 % Wfr7^jm^1Mm+ Ham's F12^CD1 : l^^*<DlHigI5^te*SCC-9 
, SCC-15, &£t/SCC-25, & ^^Hci0%FBS^^DLfcEagle's^^*CDm]3x 
J®DU-1454aJ:OTPmSK-OV-3) 96^xJl^-r ^ rj^-T * — ^U— h<£>&^x 

„ ^£37^. 5%C02tCT-^SL^o »J >»««»(Z0niM NaH 2 P04 

, pH 8.0, 130mM NaCl, 2mM MgCl2 , 2% 7, 9 U — 7s) *O p 537tV ^ )V7* 

^V^T, j|SJ!&^£Mosmann(1983)J. Immunol. Meth., 65: 55-63©^fetC«f o T 
^*U^Co IBatttt. &J25Ml<7)5mg/ml inT*#Sftfi8S»[3-(4 ( 5^^5 L ^7 

^) - 2 , 5- y 7 x Z jl^r h 7 V U ^A^P^ H] £^x;WC^DU 
^-LTSy'C, 5%C02^T3-4^H-f hbfe. 100m1<£>10% S 

DS#ffi?£tt»]£*^x;W£*SnU 37TC, 5%C02^CT— Uj-f>+a^-M/fe 
0 xJl/GDv- ^7* "^"^ ^Molecular devices microtiter plater eader( 
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g i . M^wfe^diia^fei»fe#apwRa5jw^^v— j^cd< >t: h dims 





M(^g/jnl) 


A/C/N/53fflM 
(m. o. i. ) 










SK-OV-3 


0.37 


40 


p^O. 0001 


P>0. 2000 


P^O. 0001 


A-LI 


0. 10£fc« 
0 01 


2.5££:f;±5.0 


P^O. 0001 


p=0.0606 


P^O.0001 


SCC-15S8fi$ 


0.01 


2.5*^:«5.0 


p^0.002 


p^0. 0001 


p^O.0001 


DU-145ttr5tJ5^ 


036£fcte0.0 
036 


2. *:ii5 0 


p^0.03 


p^O.0001 


p^0. 0001 


SCC-9®5HgR 


0. l2£Zt«:0. 
012 


2.5££te5. 0 


P^O.01 


p^O.0001 


p^0. 0001 



A/C/N/53 1 * * 7 -J^tCWO^^fflS^ffl §7S»t5 B 

SK-OV-3 ( P 53 ^ Wmn^MM & * S 2 HtfTJ: 5 K ^ ^ y — J: £>p53/7 
O^JVTs (A/C/N/53) <&0M!fc J: OflMlLfc. ffl«tt, ±B© «t 5 K*JfiL& 
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^2. ^*V— .>M3*tfp53 Ad(A/C/W53)0#JBfflB<Z>$&Si* 



M | 




p53 AD 
(m.o.i.) 






p53 AD 
(m.o.i.) 


i | 


0.001 | 


0.5 


25 


0.001 


10 


2 1 


o.oi 1 


0.5 


26 


0.01 


10 


3 1 


0.1 | 


0.5 


27 


0.1 


10 


4 | 


0.5 | 


0.5 


28 


0.5 


10 


5 | 


1 | 


0.5 


29 


1 


10 


6 | 


5 | 


0.5 


30 


5 


10 


7 | 


10 


0.5 


31 


10 


10 


8 | 


20 


0.5 


32 


20 


10 


9 | 


0.001 | 




33 


0.001 


25 


10 | 


0.01 




34 


0.01 


25 


11 


0.1 




35 


0.1 


25 


12 


0.5 




36 


0.5 


25 


13 


1 


1 


37 


1 


25 


14 


5 




Hi— 


5 


25 


15 


10 




39 


10 


25 


16 


| 20 


! 


40 


20 


25 


17 


| 0.001 


5 

1 ✓ 


41 




0.001 


50 


18 


| 0.01 




42 


0.01 


50 


19 


[ 0.1 


| 5 


43 


0.1 


50 


20 


1 05 


1 5 


44 


0.5 


50 


21 


1 1 


| 5 


45 


1 


50 


22 


1 5 


| 5 


46 


5 


50 


23 


1 10 


1 5 


47 


10 


50 


24 


| 20 


1 5 


48 


20 


50 
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El 2 ft, Berenbaum (1989) Pharmacol. Rev. 93-141 £4KK£4lfc J: O &Isobole 
S^f^fcun^^T-^^ V^n^^A^*T$r^f o ;U<fcp53(A/C/ 
N/53)t<OlB<0«*fPffltt, ffllS*p53(A/C/N/53)ffl«flS*I^*V-;l/T24B#ra* 

hfrc&mwLtzm^izm&^nfzo m2\z^x, mm (edso kz^^tckv 

( 

ffiilt^&^T^Cscid) v^77 (V(D)J«M*Afc*3W-5^a^iBH-r*TJBIB*i 
<t^BJfflaa©H*^5ferSSCID^S*^^S^T&SV^^) 5X10 6 

©MDA-MB-23mj39«imjia^^n^oa)»j!ii6/^y K(fat P ad)«f iz&ttvtt. m 

mztyQffi\,*tz (1 IBB) o ^XSr, 23, 30, 37, 44 0 S (lqW) lw#Ml*IA/C 
/N/53 * fc tt 3 > h D -)Vmm SET 3 > h D — £ fc « 4 X 1 0 8 C . I . U . /& 

> 

WTOA/C/N/53(7xy ^<;i/^*COp53)^ffi^iTffl.«Ufeo 49 0 m\Z. BZW; 



A/C/N/53^^(/^MDA-MB-23lM^v T )ffi^ 











SgfijiS n=17 


11(65%) 


1(6%) 


5 (29%) 


A/C/N/53 n=10 


5 (50%) 


4 (40%) 


1 (10%) 



ZL CDA/C/N/53MS ICcfcoT, A/C/N/53 * t> o fc ^ O 7s f&M4> t . 
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^S2-4X10 9 C.I.lUC£oT, »C»Ufc^*G>R#* scidV^7,-C80 
%^J:^scid-beigeV^XT60%^>L^c K) *fc, ^ 

iji:, A/C/N/53TC0iMIRrt»*tt*fc> scid^C7*<&BiM£#K:*f IT^^^ 

Lfc. :n^r-^n A/c/M/53tffl^fc*ae^»*^is»ttM*©ft«r* 

WCDSMfclCfiViT. KbcidV^vUC, JLWBIS^^ F + fc5 X10 6 MDA-MB-231 
i*M6«Jl»»Blfi/vC7^TOQe^a»Ufc. K38tt (?L«) 18B@ 

21, 24, 32, 39, 36BBfc««i8, 0 -gal-A 

D, *feJ4 P 53Ad(A/C/N/53)0»BRrtai*TfflltLfc^ 10Oftlt»ftOOM;V 
4Xl0 8 C.I.U.(A/C/N/53)(PN/C.I.U.=23.3)^J:r/9.3X109^/3-ga 

1 Ad(PN/C.I.U.=55.6;1.7Xl0 8 C.I.U.)Tr$)^/io 



^4. A/C/N/53 ft ffl V * feMDA-MB-23 1 <P Eg 







0-gal km 4 


p53 Mm 


<^20 


n%(i) 


8 %(1) 


21% (3) 


>2O75 i r3^lO0 


n% (i) 


33% (4) 


79% (11) 


>100frO^200 


33% (3) 


33% (4) 


0%(0) 


>200^O^300 


33% (3) 


17%(2) 


0 % (0) 


>300 . 


11%(1) 


8 %(1) 


0%(0) 




9 


12 


14 




82% (9/11) 


88% (14/16) 


100% (14/14) 
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P 53 AdflfittTte, ««»»*fcJ4/3-gal Ad*©tirn36^tJtttL/fc«'fr, 1 

^oi»»ft?)©(E»Rn (-tn-eru P <o.ooi*5cfctfp<o.oo2 

) . G»ftO*^fciPAT, p53 AdSfc*5l>Ttt, *ME»<D1M Xfc fcMMfc* 
«ifflJBI^50%^±S:i6«)fc. ^LT{@*(£>Jg-»£LT, fcte^ffli<B;fc#fcffi»k: 

BTKffl»«. *fc£ft0tfSMllB (#350%) ^L, ftTj3^7^hyy- 

AV^^(bulk)rt^^I^^M^^i^^^L^^o^(< i %)„ aflgflBHS/^ 
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-r5fe»©«T«*«l8«r»«T*. Casey ((1991) Oncogene 6: 1791-1797) te, 

tz. -f^Ts^ K h7>X7x^7y3 >^H^U/cMDA-MB-468(p53 nut )&£tfT47D 
(p53» ut )03D- — 3&te, ^£Mp53tC t £oT50%M / >LfCo f#5*lfca 

, MCF-7(p53wt)©nn S nftJ&^fc. Negrini( (1994) Cancer Res. 

54:1818-1824) ft. in)A-MB-231«Bfi«:ffl Vifc««©WjeS:ff ofc. 3D=-»« 
tt, ^^Sp53^^^7°^X^ HTOh7>^7x^'>a >(CJ:^T50%M / >b 

7 f; i^r-T ;l/^( P 53Ad; (A/C/N/53) Wills (1994) At ffi) Ojil* ^M#p53£^ 
If^3^©t:bfLM^ Tfc:b*>MDA-MB-23K MDA-MB-468, *3 <fc tfMDA-MB 
-435fc»l/TM*U&. MDA-MB-231«»tt, P 53«firP<03 H >280T<DAis** 

^Lys^^^^^^WT^>(Bartek(1990)0ncogene 5:893-899)o MDA-MB-468fcfflS£ 
tt, □ K>273(Id.)TArg^e>Bis^OXS*«WT*. MDA-MB-435*ffiflSte* p53 
H>266TGly3&^6Glu^©*»*«#i"*Oesoon-Wood(1995)HuB. Ge 

ne Ther. 6: 395-405) . 

ttllitB. AM. 9«> *J:t«M«**OM«liBT^ KU^;P©**«p53*8l 

#7*3 nfc (Wills (1994) BU ttJ, Harris £(1996) Cancer Gene Therapy 3:121-130) 
. 7xy^-f^lK^p535SStt. p53^;U*fctt«*#p53HaMBIB 
T©»B»»©*ft**«7#h-^©K***^*- lOm.o.i. 
)T©p53 Ad*C«t*468*L««««*tt. ■»*72»IB*'C^DRA**©«*100 
X©E**§l*fi^L,fc. -f>KM3T«)p53 Ad-C©«!fttt, MDA-MB-4 
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6843cfctMDA4!B-23llfflfla<Oif*£, ^tl^tl, 3 ± 2 m.o. i. &&tf\2± 10m. o. i. 

AdTPlS^tl^Cc EDsoffite, SK-BR-3fflIBaiCt3liTttl6±4m.o.i.T*0, T-47 
DM»KO^Ttt3 ± 3m.o.i.T»tK ^UTBT-549*MSfc:3^Ttt 2 ± 2m.o.i 

.T&ofco P 53<£>ftbDf;i, E.coli j3#7£ h->^— (j3-gal) 
ffflWfli^.7fy ^^;U^CD30m.o.i.^(DMDA-MB-468^^miDA-MB-231^^^ 
JSIftte, >67%0/3-gal#> ? -7 1 ^ :/MDA-MB-468j&ffll&, ^34—66% © j3 -gal # 

y^-f ^i©A-MB-23is*i;/t. afe*snfcp53t<i*fcB*aiififl!)*^*;u*c*5 

, Harris^ (Wffl) te, p53^KWLfcE#Oa«t ^-f ;^W»*A<0 

^£§* P 53£:^tf 2^£>t hai»JfflBS*T*SMCF7*5j:tXHBL-100aafl&Oit5itt 
, -f >t>DT99m.o.i.J:9;*#^£fcte#L^p53 Ad«flnc£-3TJt«WJK 
• Sn&J&^fc. f^iAtlH MCF-7*5«fc«HBL-100*fflia©jS;fiRaS«, -231*3 
cktf-4688Bfla<0ED5o D> ^n^n, < <h 8 £tf33«Si^p53 Ad^ 
S^Iilfc. SHH©5aSiAp53 Ad^rffll^T, Katayose( (1995) Clin. Cancer 
R 

es. 1:889-897) tt, p53^ >^^»»S©itlD, *fflflSifW<B«4>, fecfclPOf 
hn-r^K*A$nfc-23ljBBJia<7>7* 1 — ->^«B5E©itlO**IEUfc. £<&OT 

js*w»*mci£*ufc. 7tV ^Mt^pssae^f -r >t* 

hDT7r;-^;^IIIAl: fittttT fc * , »J<BSJ8fflflat* (MDA-MB-435) T 
fc h&JK*fflI&&T&£MDA-MB-231, MDA-MB-468, :fe<fctfMDA-MB-435fflfl&£. AT 



(76) 



#^2 001-511815 



CC(Rockville. Maryland. USA)*6»fc. -231*ffli§£. 10% 0 vB&^Mf (FCS ; 
Hyclone. Logan. Utha^WDMEM (Life Technologies, Grand Island, NY) c t 3 "C37 
■C. 5%C0 2 lCT^*Ufeo -468*0B§£. 10% FCS^*^-f tft'-y yL-15ig*(Ll 
fe Technologies) *T?37"CfcT*«U&. -435SBM£. 15%FCSfe e fc^l0Mg/ml 
■>->-f >7, U XSigma Chem. Co., St. Louis, Missouri) "^W 5 -Y # tf y ^L-15 

igifc 4" t?37"C K. Ttgm L fc. 

k Mf*Sp53^*3J:l>*E.coli /3**7^ h->^*— fe* (/3-gal) 3tW8Mx.7 

xy"5-r^^(rAd)cDfll^*3j;y:f5»«. t-7>xy->» s t MM 
D->-f j^^Dt-j'-i: J:oTfil«lSn4JI6tt. WHt)(ClEmSnTV^(Wil 
ls(1994)futB). U >@££l«S£(20mM NaHzP0< ,PB8.0,130mM NaCl, 2mM MgClz , 2 

%7.^a-X)*«77V^;t'*£«- ! s-L'fc° C.I.U.tt. «i^MtLT 
^»$n-&. WRtt^-fJVXttTOWE*. 48PSM©«SfefflM«©, cmji*^ 

*V>^W^9*->'f^ 7293*8 J&£8'J5£-r S £ i C J; 0 ftJt b fc (Huyghe (1 99 

5) Mm). 

y -> zi (Becton Dickinson, Lincoln Park, New Jersey, USA) 4". l~5X10 4 Sffl 
Jfe/^x;V©«gn?7U-- rLfc. ifflBSSrO. 10. £fcte50m.o.i. (iSSS#S@[= 
C.I.U./«Bfi)©p53 AdT#**AU ^LT«Sti1£i&£nfc£5 (C (Wills (1994) 
Hm)72«*M*«bfc. /3-gal Ad*JlV»fc-f >KhO«MWWEK:-3l»Ttt, SiBS 
£. 1 X10 5 «/'^x;K^^'r^U'-htfc o «&£0. 10. 50. SfctelO 
Om.O. l.©/3 -gal AdT-^K^Abfco 48I$H&. IB£0.2«^^^7^ft 
K(SigM Chemical Co.)TH)£b. ^^TPBS(Life Technologies) T 3 Si*}* b 
fc. «|fi4l«l©X-Gal»JS[H.H-5?^5 1 ;i'*^75 F (10%#?«30 * 

, 1.3mMMgCl2. 15mM NaCl. 44mM BepesHfjiS. pB7.4. 3mM7 x U ->7 ><b* "J 
43£tflmg/inl X-GalJfTT'-.yiM bfc. X-Galte. Boehringer MannheimC 
orp., Indianapolis, Indiana^ blAl/fe. ft©4TOft»flB. Signage 
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■^HTWfcHLfc:. 

ffltfSJMR^ — H'^'J^S, Charles Liver Laboratories (Wilmington, Massach 
usetts, USA)j&>S«ALfc. iT©7^7X £VAFA U 7JSKTliJ# U f Lti 
T<0lMi&lCtn>T<Z)^li£:, N.I.H. Guide for the Care and Use of Laborator 

mmmmmt. j^t<£>£&9t&£ : 5 xio 6 <t>-23iibji&/v^x, ixio ? com 

DA-MB-468JfflJfi/V}A, $Lfz\$ 1 X 10 7 CDMDA-MB-435iSTO/^ OX* 11^, 

Statview II V ^7 h ^7 x T (Abacus Concepts, Berkeley, California) *>ffl I* 
fc7,^^-^> b t &5£f;:<fc OifcttLfc. 0-4B*5<tr/7~llBtfS-^Lfc» 
tC^^TO^PlSfiJ^te, 14B @^e> £<2W3^^fcD£T<9#JcM(p<0.05 

P 53(0#gW&^te* p53 AdJc:j;f95l*jeci$nsii«[ffi**^, 0-gal Ad 
c r*Kit»3WJ tCJ^T^Wc, 2S©5 BMfcto&SIM* 



*3-A rt-fcte^, 5lE]c7)aM) £#v^xfc:-5->Lfco tKo^(Di^t:«, 

r ©gas i/ v * 2 3§ ft &m xxm fi $ nfc*\ & j: / * it ha 777-t'h 

*^fS±s.e.m.T^Tc 

ffl«**3 J: 1ST # ^ ^ (apoptag) ft tt&ttft# 

ffl«-y->7 r ;U«:10%««ft*;i/VU >TH^U -eLTMiles VIP Tissue Pro 
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cesser *T-*ffiSb, &^T/^ V 4 >\Z&Ml>fz 0 5 ^ 2 □ >*I»^)t£Le 
itz^D h-AT^OtbbfCo CCD H*. S#M^HarrisCD^^h^v 
ij >43<fctfX;t>'>S^fe (Luna?) (1968), Manual of Histologic Staining Metho 
ds of the Armed Forces Institute of Pathology, New York.McGraw Hill Book 
Co.)T^£Lbfco 

7^9 if >1M^:2-T# h-v7i^7 b £0ncor(Gaithersburg, Mary la 
nd, USA)^6BlXUfc. mm\z\t 

7 4 >flSU S*fPbfeja»«JM"*. Oncor Protein Digesting Enzyme 
t «b, TdT<h^^>^-<-hU fLT71:y/-^«y^-W 
>y h(^^^IgG -Sigma Chem. CO. * EXTRA -3) 4o ct t/DAB (Vector Lab. * SK4100 

Slfil^TBS (Triangle Biomedical Sciences, Durham, North Carolina, USA) \Z 
-Y >X^U >FACS##T 

IUB*0.02XEDTATaar*CttJ:D»»U, ^WMfcU *1>TPBST 
2lHl^b/io tfflj9g£ 1 Xl0 6 )iffl^/ml^^T^^b, -^LTl^Jri 

<* (»«K1:250/id1) t4tT'lW>^-hbfe, »»»»«*PBST 

7, PftJlirL# (adjunctive antibody) : 250/ml, Zymed) T4tTl^H 

ntage^n— 1M hi)— (Becton Dickinson, Moutain View, California , USA 
^£FACS#t?lV^ h O x 7 (Becton Dickinson) £fB A Hewlett Packard3>fc? 

3 _-?--£%ktbfz 0 <i >tW y u±7'?-&&ih-tz>tz®\zm^tz 1 

£JLT©«*&7C^^»fc '• fit av (12084-018, Gibco BRL) ; S /3 a (550036. Becto 
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n Dickenson) ; JfE a v j3s (MAP1976, Chemicon) ; StjQi (550034, Becton Dickenso 
n) ; i5j;tfSav /3s (MAB 1961, Chemicon)* 

it. »BBfl9*C, -435*fflfla«, 100n.o.i.-CSAt)ei:Ay£»It#ASnft^ofc 
o -231«3atCO^Tte> &9fl§C£>8 %(10m.o.i.), 46% (50m. o. i . ) , *3<fctf62%(l 
OOm.o.i.)^ /3-gal AdtC^oTT^M^A^tlTco -468Jffflfl&K:'O^Tte, Jfcfflfl&O 
78%(10m.o.i.)> 84%(50m.o.i.)> 33 J: £*97% (100m. o. i.) tfl* (3 -gal AdlC «fc o 
TJ^»*A$nfc. 435*ffifl£t;:^l>Tte\ ^tf)0.5%(10m.o.i.). l%(50m.o.i 
*5«tlXl.3X(100m.o.i.)39«, 3 -gal AdtC«to TARSIA $nfc. 
50m . o . i . <7)p53 Ad£ m^fzffi%£\Z. 231*<t tf468*fflJ3a**tCT(5ff^±^*fflflS 
tt&tk£tz. ttmmz, P 53 AdTfcL 4353MJiacOif5i^OliT©«lttJpJflg^:«|* 

k h*L«Sa»«M-^»-r*p53 Ads&IH 

77 f y?'1';^li^p53Jte : p»*tt, -231fc±tf-468*«»*mc#LTtt 

(03a*5cJ:^3b) . 2310H»f«, /3 -gal AdS¥tf) 1 (Z£<D^ 
^7A:fc<fctfp53 Adf(D3IS(DY^XH #f?£<Z>#§;b 9 £ttHJftftfR« &ftttJ&*-3 
/Co ^LT:£T(£>MiBgtep53 AdOffld^MtCji^U^i. -23lM*i8»COgi*tt, 
¥±386%T&o£(p^0.01). p53^jBH"r*HHiH*©J«»tt, ¥*S37%TSt> 
*<D-Jj. Tx/^-f ;^»»MH«tt¥^49X(p^0.01)T*ofc. -46 
* 8K*«*CDES«, ¥^74%T&^fc(p^0.001) o p53 Ad»tf> 1 EG) 
, WJE©*fc0fc«Jl»**B*6tl"r, fLTiTOiiH P 53 Ad<Z>JD-«(DPrfl 
KilfbUifc. p53JCiBHT«)lB5iE*OjS:»«, 5 F*§45%TS>ofc(p^0.001)J&* 

-t©— ^, 77 f y^-<JUA«FSMa*« 5 P^28^(p^0.05)T*ofc. ^fn© 
*»Tfe»JfffflttB»6n»:^ofc. -231*5J:«-468liaiHiH*^'3lriT©ED 
soffite, -tn-Pft, 3 X10 8 C.I.U. (fflia«6!ft*ffi)*«fcrX2 Xi0 8 C.I.U.T&o£: 
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(04). -435B*tt- p53 Ad«Hl^J#bTe««^fcBtt-C»r3fc(H3c). 7f 

iHB^fcO 5iaa)ll*«Htt»€:^Afc. J&*#J (p53 Ad) Tffl 

^Ufcc ^-coil©te©4lHl<7)ffiW«, IB««libi7;W>5ttofc (1X8) c «S 

nuAdffl*«iaiuiafc0 5iHia>ttitK:»*bTMbfc (sx 

8) . COStS-Uv^tt. *liB*cktfJB3iB©Mtffofc (0-4 Ha, 14- 
18HS) o if 5 x»-m¥*9UT73%T&ofc (p<0.01) IX 
8^te¥^LT44%<Z)<^T&ofc (W?tO**0«)3ilM"r«p<0.05, 2lBS^ 

DfcWSS-TNfeofc. JR-©»*-y->r^;W«, 1 x8rt0 4E<DV«i7*, 5X^ 
<E> 5 egt^** *5 J:«tf hd7;i/n > hP-MrtO 1 E©79Xfaiiit» 

0a«J4fS**^468«**fflViS*lllft«'r. liif B ^/cD2.2X10 8 C.I.U. P 5 

3 Ad/v9^©«ffl«»*ufc. liiwafcD, lmwovx 

<Dm®X-7 7sftftt. -tfl[)«4lil©««*ttlt*«»bfc (ix») o teco^a® 
gH 5E©ttl*^»«UT«#Ufc (5x8 

H3T«fflLfcffl*©»*»"P*ofc. p53 
AdTffl«LfeV^XOH**«^ffl!S*»»*J^***^fe (p^0.05) . *W 

fc. 5X8rtOlE©V^^»42lBB*T?*B»T»ofc. L^L, ^TCD^ 

^^Kl*»*««iiliB**lt«^fct*' 1X«41/^ (60%) \t. 5X1/ 
(55%) £0* t>?fr\Z (U^U**Ttttt^) .fcDWS&T&^fc. 
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^^T7^t-fl/fc. p53 Ad"C2*&tt6HIHffl«bfclMI(tta*/3-gal Ad 

\z&*)MMm\2nrzo — ^k*a«, lHwafco 5igp53 AdT6iHiBffl 

p53 AdtC^S-f >t*#TCD7'3Rh — ->^<DK* 

— KV^X»C*WSIIDA-MB-231*J:tAroA-MB-468R**a»3B«-fC, 1-5X 
10 8 C.I.U.Op53Ad^^^^^^^^48-72P#^mI^aMbfCc p53 AdtC<££7 

Ltz* P 53 Ad€raStbfe«««, Jffi3Sl*l£*t UfcH«©«-©«JC»oT, 

MDA-MB-231^J:r/MD-MB-435imaatw*5ttS'r >7^U >583!(0JtR 
•f >5^U >«a©FACS5>W*MDA-MB-231^J:^A-MB-435lfflJftk:*liT*lK 
U MDA-MB-435iffl!a©<g;tiAd^K2|IA^, Ad 2$!, 3M. *3 J: #4 ffl©rtffl»fT 

av-T >5^U >©*SlCjgB^5a>S^£ft5EL£: (Wickham^ 
, (1993) Cell, 73:309-319 ; Wickham^, (1994) J. Cell Biol., 127:257-26 
4 ; *5<fctfMathiasS, (1994) J. Virol. 68:6811-6814) . MfflJBS!**: t>, 
HWTav, avj9 3 , av/3s, fe'cfctf j3i Ox^U >»»*5BSUfc. 

>av flaiScfctfjSaSHStt. MDA-MB-231^Bg J: 0 t)MDA-MB-435fflJS^*5li 

*R : 2.2X10 9 C.I.U. p53 Ad©ffiffi»*10lHiaitTa#Lfci:#, M^if^H 



HMDA-MB-468HjSt't3ViT74%T* 0 , ^ bTMDA-MB-231flllSH^ 1^X86% T 
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i>r>1tifi. L^LMDA-MB-435H!ltC^liTttW*-Ctt«:^ofc. MDA-MB-468M-S 
lC^liTttlKJE«©61%^p53«FSMT»o*:^ MDA-MB-23lH*^*5Vi 
Tf4tt«* ©4356 3&«p53W*W"C» -^fc. 0-gal AdOT©A-MB-23K MDA-MB-468, 
*3cfctA«DA-MB-435ffl)ia^-f >bf hDT»K*A-rS«*tt, -«M^, -f>b*# 
tS*©^Wa:ttr3fc. HU^-f^lST, -468fflflS«, MDA-MB-23l8flJ8[l<£ 0 & 
fo1"*>K?KV>»It*A***U — MM-MB-435«WBte75V ^"f JUAT^K* 
A KBJttT >bf hDT?©MDA-MB-435«8*tt, -f >t3pfc*5tt*#*^ 

MDA-MB-435JB**W^*^-H^^A©p53-U#V-A^^^-T^±#fflH 

Tl^ (Lesoon-Wood & , (1995) Hum. GeneTher., 6:395-405) 0 p53-U#V 

3 Adffl»lcMi"*MDA-MB-435«ajE«0>**Da*, P 53^MDA-MB-435jffiS<Dii5i4i3 

mt. p53 Adffl«^-r*-?-n^<0*jS**5l€rje^U^©«, MDA-MB-435MS 

^fT^^^^^tl^fflflaxi/^>htLT^$n^> (Wickham (1993) JiS? 
;Wickham (1994) ±3S ; 43 <fc tAathias (1994) ±i£) . atv-f >T-£/U 
BfflAdtOliTRIUffttdSrfTi ±"51?**. Wickham^) (1994) _hj£te> av jSs 

rt*B»f5*K*Lfc. *^M»*T«fflbfep53 Ad©g£©fca&k:ffiffl£nsb 
M£»-293jfflJ!&te, avfli4»StS^ av 03^ >^U >£?S3ib&^ (Bo 
dary (1990) J. Biol. Chem. 265:5938-5941) . fi£oT> av, fli, fls, 

5T£>£o MDA-MB^lfflfla^^Z/MDA-MB^SSMISttiifctC, -Y >7"if »J >7 7 5 
U— » : ?t45ck J t««*U^T5S3IL,fc. Se-^T, MDA-MB-435£fflKtf>Ad7£® 
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M^<^d^^^<h2n£i^ 

6 MDA-MB-435*flJ!m;:&^TC:<Dlxiiy^ i^cte^-T 

m&VfemV'l 2 )llZt)fzZ>p53 Ad<DmWtlstz®}jj*, MDA-MB-23l:fc£miDA- 

2ftZ> (Wilson (1995) Nature Med. 4: 887-889 tc£ } OfflzM^tl : h) 0 Z\<DTm 

m&t&fo* m^MM\z^xm±^n. ^Lxmmmmxmc^tthizm^ 
$*i£7tV jixffiJMiz^vmmtstxz* o^)i^izj:Dmnmx^ 
ntzmmiz&mmtetpmtfimts mz^m^iz^xm^n, ^i,xm®<D 

z> 0 znzcDfflftiz&^x&mLrzmmm^ — F^vxiz. ^m^mizMf ^ 

ven (1991) The Nude Mouse in Oncology Research. Boston :CRC Press) 0 

53 Ad) mm<Dmm^p^m.mvntz 0 ^-^-^^^iz^^mt^nrz^&m 

3 A6f)^^mz^9MX^^Z\t^^Umy)mi.p53 Ada»mT$^fe/3-gal Ad 

T«$nTt^ B Ctl^O^te, (Hamada (1996) Cancer Res. 56 

:3047-3054) , wliLBffi (Eastham (1995) Cancer Res. 55:5151-5155) , 
fiSSS (Clayman (1995) Cancer Res. 55:1-6) , (Wills (1994) ±m , 

MS (13) , #^0i^II (27, 28) . 43«fctf*SMHI§« (13, 29) ©^r^St 
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^£fc«>fc:. MDA-MB-468^^miDA-MB-23lM^^attbfcscidx'^X^:, 

X10 9 I.U.(Dp53 Ad (A/C/N/53) 77jiltt ttfi 

Xfi4t5 (0 7 ■f'T^Hre^T) ^"TMSl/fCo 

M^itM o £ it 88 $ i± 5 

b»*ct*«*iEanTii*. &mmT*v*?v> (Dex) 

i&5 Xl0 6 MDA^B-23lSffl8§/v^X£, 0 B S tcHscid^^^^JLBUBtt/^v 
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fc. SmglUybZ* 83.3/x g^^^V^^H «:60HIBilBttUT*ffiT* J: 
"5 tC!£it L£: (Innovative Research of America, Sarasota, FL) e :£TCD^^7 
*tt, 14-180 @43 J: ^21-25 B g IC 1 BClg^Afc, £<TT101hI COHOSH 

(iia©awafcoo.iioi) . i^-i'^iin 2xio 9 c.i.u. 

/WTs ( P 53 AD (A/C/N/53£&te/3-;tf5i7 h~>^~ fe'Ad) T&ofc. ffilH 



^5. scidV^Xfc&#SMDAHffi-231ffi*©iaS 









1 


:/^-># 




2 




/3-gal Ad 


3 




p53 Ad 


4 






5 




/3-gal Ad 


6 




p53 Ad 



<SS*«x*1t^^V/>«lB«, scidV^X^^^^MDA-MB-23lM«Ol#m^ 
fc*V>T#iK&»**WSfcj&^fc (p>0.05) . TW^^7>0ft^l'i^ 

p^o.ook 2i-3ob@) TW^^v>ifiiita5ifec$n&^o 

fc (p>0.05, H 8 o :/^##J:tf/9-gal AdTffl«L&«* 

tt, ^7 y tf f**^ # 7>Tfii l/fcli± 0 61WI*«aiT*o ft ( 
P^O.OK 23~30B@) o 

fr-ofc (p>0.05) o ttJMMlC, 5 s *tJ"^**/>45<fcrXp53 AdTffl«L/fc«»tt 
, ^*1t*^l/>*3«fctf j3-gal AdTfflSLftliS (p^0.02, 21-30Bg) * 
ft«y^v#43cfcr/p53 AdTiDfUbftffia (p^0.04, 21— 30B@) £K)hmm 



I 
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, P 53) »at*uiu»*cit*»r*. 5 f *tfJ** 1 />tt- 75V 2 

-^7>)X^ 1 E^/!:O^a2.2X10 9 C.I.U.^Ad^> 0-401^^ 

af7-iiaatcioi§i©ffi»Jc»«UT#^fc. sciDv^^tci^-f ^^*=4 

X10 9 C.I.U.£, 0-4 Bg£J;tf 7-llB HK#*fcl0JBSK##JLT#A7c 
. SCID-^-^zlV^X^^^^^X^»=1-6X10 9 C.I.U.^, 0~4B@&£ 

g^^-A/clOffiS^^fdbT-^X^c ±TCT7^X£, p53 Ad, 0 -g 
al Ad, *fcttlft^¥»T»«Lfc. 

(#MHfi»TIBB) ^fctescidv*;* (*ii»Tfflfii5«J;tfB 
« ; S£ £ nfcNKM) H^T, r^ha-Md^*- (p53-T >U— h 

*3Sr-5Ad (rAd5/p53) ft, KIMBHlrt * 3 > h D-^AdKItttUT*^KlitSi 



1 
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y^^>, F^y;nf->>, 5-7)V*uV7is)V (5-fu) > ;*hM/*-ti-K 

p53^M^^i±^^X^^^>, H^V;Utf->>, 5-7 )V*uV?is)V (5 
-FU) , ;*hMx=Fii— K M^Xh^yF 
'*fBW©««WffcK£7* — (A/C/N/53) i:ffi*^1i:feffiKM^KiaUfcSia 

aiT*«>">^^^>, K^y;ut*v'>, 5-y;u^-n^^->;i/ (5-fu) , ^hh 

^jgifflfl&S, SCC-lsafSBBM^iftlBIM, SCC-ZSffiSffiJB^-t&JBBflSSB, *5 

«ttfl)u-i45t?ffi:ji8«aajia*. 3-^co^i/^^^io^^b^ : jaum *a 

£*fflj&*fc£ATCC (Rockville. MD) SCC-9, SCC-15, 43 J:^SCC-25SS 

gRffill&iNBfiS (p53 nu11 ) lO^^^flfeiSJfilW (FCS ; Hyclone, Logan. Utah) 
, 0.4Mg/mlt H03J^7> (Sigma Chem. Co., St. Louis. MO) , *5<fctfl 
%Mi7$yS (GIBCO) **-TSDMEM*5«fc Yarn's F-12 (GIBCO/Life Technol 
ogies, Grand Island, NY) (Dl : ljg-&*ftT* 37*C* 5 %C0 2 TTig^ Lfc, SK-OV 

-3b h9P*Ms«ffljia ( P 53 nu11 ) ^muj-Hst httiyLmmmmm ( P 53 nui1 ) £ 

, -f-^;i/MEM + 10%FCST, 37t:> 5 %C0 2 Tt^i Lfco MDA-MB-231 1 h&ffi 
£S*fflJ?& (p53 mut ) 10%^->JS&jeifil» (Hyclone) ^rWT^DMEM (GE3C0) T\ 
37<C> 5%C0zTTig*Lfc„ MDA-MB-468h h*LjasMffl8& (p53 fflut ) 10%FCS 
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eibovitz's L-15igi£ (GEBCO) T\ 37^, OhfcLTiSfcLfc. 

MDA-MB-231»L«jBWBlBtt. p53«e^<Dn F>280TArg*&Lys^<D*»**L 
2S-»p53S:*^"r* (Bartek (1990) ±SE) . Du-145f!te^ffi**fflfl&te> * 
tt*»ft»±K:2O0p53*Jl, -TfttrS* 3 H>223K:*»*Pro*6Leu^O« 
H>274lC43^ ; 5Val^^Phe^O^S^^rb (Isaacs (1991) Cancer 
Res. 51:4716-4720) . «JH*p53«r*3R"TS. SK-0V-3*lUM*lltttt- pM-*fr 
T*2> (Yaginuraa (1992) Cancer Res. 52:4196-4199) . SCC-9«BIBtt. 3 F >2 
74fc285fca>«K:****U cn*7U-A5/7h»ttM ; SCC-9*Ttt 
tftfflpJ«a:jfe*Rj6ttp53^W^^B:tt#ftUftti (Jung (1992) Cancer Res. 5 
2:6390-6393 ; Caamano (1993) Am J. Pathol. 142: 1131-1139 ; Min (1994) Eur 
. j. Cancer 30B. 338-345) . SCC-15«»tt. 3 F >224 1 3 F >225 fcOHK: 5 

p53*W^*ft£CttV* (Min (1994) ±SR) . SCC-25»»tt. ^17^fe^T-\ 

fD«sit<o*a (loh) * **t«o©»st3iepr3H>2090 2*ai»^* 

£WT3 ; SCC-25«B"Ctt*ffiFlttfep53 mRNA^SSE-ti-r, tKfcfc^T fcftfiE 
^14p53^>/^Mt4^^tl^VHCaamano (1993) ±7$) ■ ig^i&ife + ftJl -5X 1 

th»*3!p53fe«fc«E. coli#^h->^— (/3-gal) 7tV^^^ (Ad 
) ©tt**3«fctf«l»4. KttfcBRSnT^* (Wills (1994) ±») . 

*^»;oR^©»fle*. 9>r^tt^v>^w^R#^^^293iffliB<o» 

K*4 8l*|IB«»WHWwH5eT*Ct»C«t0»*l>fc (Huyghe (1995) ±5*) 
^5S®^ (20mM NaH 2 P04> pH8.0, 130mM NaCl, 2mM MgClz , 2%7>>7n-7>) + 

xJUWHnLfc. P 53 Ad*«Vi*>f >KhnWJtofc»fc- »B*i.5xio«IM 
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■ 

fcfflfe?E£:, Mosmann (1983) J. Immunol. Meth., 65 : 55-63 \Z £ 0 ESS 
©«t5tonT7!y-fe-f tfi£-3Tffi*bfc. fB*tC3*^St, *525m10> 5mg/ml MT 
T£#»fi»l [3- (4 , 5- * ^f7^-2-f ;U) -2 . 5- 7 x— Jl^ h 5 U C 
A^PiF] £&£x;K;ijSSDU 37"C, 5 %CO2TT3-40#Fp1-T >^^l^<- 

ar devices V-f ^n^-f ^ — — h U — &m ^TtibfCc 

h~C\ 5n.o.i. p53 A6<D24mmM\tZH!imiyfzt^ 2 ~D(bm%Q(Dm^t) 
•&Sx««fS!l*«p53 Ad¥Sl^:0 t)i5^5 XWt>0*T»o&**, C ©MS USE 

(p^0.003) . 5 SfctelOm.o.i. P 53 Ad(&24BSMfl90>2. 

6mmx h#f> HT©Du-i45aaaa©S9iftati, n^^nftmad: o t> <t 

(p^O.0001) o SCC-15*ffiSS£0.3jLtMX btfis HT, 
5m.o.i. P 53 AdCO240#r^tuHfflSb^(h#. 2 C><D^(Z)M^fr1*S±i^5a 
Step53 k6m&£V blZ/v(D 5 %m^^<Dfr-Vfc-Dfztf, Z CO^S t> ^fzl&tni^M 

(p^0.003) o lia»MJie^»**J:^tt«r*«»JO»*^ 

ie#8bb& (mrc-9^^) (Dmm<D9J}ti^mmmmtitigt^rz 

(09) . MTT7y-fe-Y J;Dtrb3 3 H-^*^>ffig&^ 
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p53*>/1^IC 






Wmzvtt Ad 




SK-0V-3 






WD (p^O.OOOl) 


WD (p^o.oooi) 


WD (p^O.OOOi) 


SCC-9 


JL)V 




WD (p^ 0.0001) 


WD (pso. oooi) 


WD (p^O. 0001) 


SCC- 15 






WD (p^O.OOOt) 


ND 


ND 


SCC- 2 5 






WD (p^O.0001) 


WD (p^O.OOOt) 


WD (p^O. 0001) 


MDA-MB-468 






WD (p^o.ooon 


ND 


WD <p£0. 0001) 


NDA-MB-231 






WD (p^o.ooo2) 


WD (p^O.0001) 


WD (p^o.ooot) 



ND=m#£2nf 





p53^>/1^M 






*«J«Cp53 Ad 




SK-0V-3 




PPM 


WD (p^O.0001) 


WD (p^O.0001) 


WD (p^O.0001) 


SCC-9 






WD (p^O. 0001) 


WD(p^O.OOOl) 


WD (p^O. 0001) 


SCC- 15 






WD (pSO. 0001) 


WD (pSO.OOOl) 


WD (p^O. 0001) 


SCC- 2 5 






WD (p^O. 0001) 


WD (p^O.OOOl) 


WD (p^O.OOOl) 


DIM4S 






WD (p£0. 0001) 


WD (p^O.0001) 


WD (p^O.0001) 


MB-2XI 






WD (p^O. 0001) 


WD (p^O. 0001) 


WD (P^0. 0001) 
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ftmw}T$>-Drzz£&mmTz>o *»wop53»s^i7^- (acn53) t 

K*V;Hf">> (7K'J7V>fy» *5J;tfp53 (ACN53, th£?£^ P 53b^ 

: ^S^p53^WT^>b hffgia^fflS^^HLE (Hsu (1993) Carcinogenesis 14:9 
87-992 ; Farshid (1992) J. Med. Virol . 38: 235-239 ; Dor (1975) Gann. 66: 385-39 
2) ; ^S^ P 53 (ibid) t MFFIiIB*HLF ; p53*t$&^ t hlffl 

JKJifflfl&tfcHep 3B (Hasegawa (1995) In Vitro Cell Dev Biol Anim.31 :55-61) ; 
^^^p53^WT^>FFil^Hep G2 (ibid) ; *3 J:tfW£S!p53* ft 5 h hffil 
*gSK-HEP-l (Lee(1995)FEBS Lett . 368 : 348-352) . 8Bfl&£#*te, £if5ffl!§:/D- 
^calcien AM (Molecular Probes) ^ffl^TM^L^ (#I*J£, Poole (1993) J 
.Cell.Sci.l06:685-69l£#BScO<l£) . XKT*£>calcien AMteJfflJfeXX-T 1 ^ 

fEric $n^ctr)tcO0@ KACN53 © WR«*5 J: H * V ;U b* *> > 0>*MR4toT 3 g 
TfflaiLfco 3Bll:M^^?ILT, PBS^Ocalcien m&MMlzmtiULtzo 

7A^D7 h£ffrSU ACN53<h H*V^lfy>iOM©*iSff«*fffllibfc. 
ftUBBW^O^TO-f V*Dif^A»«ftt, #380J<Bp53585i^*- (ACN53 

ttii:#«S»t*ofc. L^u, H*y;nfS/>*fiFfiTtw*5W-*ACM53K:t3 

^TCDEDso te, R^Sp53WBt*^*liT^*^p53a:^t*tC43ViTckOiai^ 
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C)ViT©fflgJf&¥a«I^ACN53©#fflSt?^$n-5«keifC. ACN53CO*Hfc«Ji3«fc 
rJtH*V;Wtf-»©#«i«-C3aTffl3B'r«. 3 0CD#€rffl^TACN53<!: F + V 





0 BS 


las Use 


3 B@ 




ACN53, F*VJUH->> 






**0tCACN53 


ACN53 




SIR 






ACN53 













iao»10«, iK3 0m>^-ML «*5rK?ILT, PBS* 
(Dcalcien AM««B^«nbfc. *9xWi*!ttS, «3fc^U-HJ-^- 

-^^*®3ia>hD-;i/^x;utit«LT, (%) (*tt3*«) tit 

^0^«WJ^^^-" (A/C/N/53) £:ffl.*£*>-frT©. BWKWKBM©* 

5-FU) ©ailr^-f >tf#T$e>^W3iEU^ 

C.B. 17/ICR-scidV^Z£:Taconic Farm (Germantown, NY) £ teCharles Riv 
er Laboratories (Wilmington. MA) frP>m\Lft. »»*«nu/nuVr>X £Char 
les River Laboratories^ 6 » A Ufc. ^TtO^tf^ftVAF-KK (barrier) ft 
Rkl*5V>TjlEfL, ^LT£T©lM*©^lfi£N.I.H.Guide for the Care and U 
se of Laboratory Anl«als^B«©«I!J^IEoTfTofc. **©Bfc*tvr©» 
^^^SP^OV^TOlitf^fi^StatviewllV^ h^X7 (Abacus Concepts, B 

erkeley, CA) ^^TXfa-f> KDT«kft«Cj:oTJt«Lfc. ffiSif^fi 
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Wfi*nfcBEIBrtSK-0V-3Mlj«S:hrb^;k P 53Ad, ->^^ p ^5 1 >*fcttM^ 
Iffl^HErtffliTfflll/fc. 2iBIB©«l«IK:tofco'T\ Vtf*fc:p53Ad*6lHl 
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(54) Title: COMBINED TUMOR SUPPRESSOR GENE THERAPY AND CHEMOTHERAPY IN THE TREATMENT OF NEOPLASMS 
(57) Abstract 

In one embodiment, this invention provides methods of treating mammalian cancer or hyperproliferative cells, said method comprising 
contacting said cells with a tumor suppressor protein or tumor suppressor nucleic acid and also contacting said cell with at least one adjunctive 
anti-cancer agent. The invention also provides for a pharmacological composition comprising a tumor suppressor protein or a tumor 
suppressor nucleic acid and at least one adjunctive anti-cancer agent, and a kit for the treatment of mammalian cancer or hyperproliferative 
cells. 
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